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1. Ethical and Psychosocial Issues Associated with Genetic Testing for Hereditary
Tumor Predisposition Syndromes

Authors: Mari Hachmeriyan *»* , Mariya Levkova 2, Dinnar Yahya ', Milena Stoyanova
and Eleonora Dimitrova *

Abstract: Hereditary tumor predisposition syndromes (HTPSs) significantly increase the risk of
developing various cancers, often at earlier ages than seen in the general population. The
development and application of next-generation sequencing (NGS) has revolutionized the
identification of individuals with HTPS, facilitating early diagnosis, personalized risk assessment,
and tailored preventive strategies. However, the widespread implementation of genetic testing for
HTPS presents complex ethical and psychosocial issues. This paper examines key ethical
considerations surrounding genetic testing for HTPS, including the following: the distinct nature
of genetic information and its implications for families; the challenges of informed consent amidst
evolving genetic knowledge and direct-to-consumer testing; the complexities of predictive and
presymptomatic testing, particularly in minors; and the implications of incidental findings. It
further explores the critical issue of genetic discrimination, particularly concerning insurance,
employment, and social stigmatization. This paper highlights the importance of balancing
individual rights, such as autonomy and privacy, with familial responsibilities and the potential
benefits of early detection and intervention. It also underscores the need for robust legal
frameworks, comprehensive genetic counseling, and ongoing public education to address the
ethical and psychosocial challenges associated with genetic testing for HTPS, with the ultimate
goal of maximizing the benefits of genomic medicine while minimizing potential harms.

Pesrome: HacnenctBeHuTe cMHApPOMHU Ha mpenpasnoioxkenue kbM Tymopu (HTPS) 3nauntenno
yBeJIMYaBaT pUCKa OT pa3BUTHE Ha Pa3IMYHU BUAOBE pakK, YECTO B [TO-PaHHA BB3PACT B CPABHEHUE
¢ obmiara momynanus. Pa3BuTueTo u npuiiaraHeTo Ha ceKBeHUpaHe OT HOBO nokosieHue (NGS)
peBOIOIMOHN3Upa uaeHTuGuIMpanero Ha guia ¢ HTPS, kato ynecHsiBa paHHaTa JMarHosa,
MepCOHAIM3NpaHaTa OlleHKA Ha PUCKa M MIPUJIaraHeTo Ha IIeJICHACOUYSHH IPEBAaHTHBHH CTPATETHH.
Bwopeku TOBa, HIMPOKOTO BBBEXJaHE HAa IreHEeTWUYHOTO TecTBaHe 3a HTPS mocraBs cioxHH
CTUYHHN W TICUXOCOUOHWATIHH BBIIPOCH. HaCTOHHIaTa CTaTusd pasrjexia KIHYOBHU CTHUYHU
CbOOpa’keHUs, CBBP3aHU C TeHeTWYHOTO TecTBaHe 3a HTPS, BrmouuTenHo: cnenuduyuHus
XapakTep Ha TeHeTWyHata uHGoOpMauus W HEWHWTEe TOCIeNMLM 3a CeMeicTBara;
MpeIU3BUKATENICTBATA Ipea HH(POPMHUPAHOTO CHITIACKE B YCIOBHUATA HA Pa3BUBAILY CE€ T€HETUYHH
IMO3HAaHUA U TUPEKTHOTO HOTpe6I/ITeJ'ICKO TCHCTUYHO TCCTBAHC, CIIOKHOCTTA HA MPCAUKTUBHOTO U
MIPECUMITOMATUYHOTO TECTBaHE, OCOOCHO NMPH HEMbIHOJIETHH JIMLA; KAKTO U MOCIEAULIUTE OT



cillydyailHM HaxoJKd. JIONBJIHUTENTHO ce pasriexja KPUTHUHMAT NpoOJieM 3a IeHeTHYHaTa
JTUCKPUMHUHALIMSA, OCOOEHO 10 OTHOIIEHHE Ha 3acTPaxOBAaHETO, 3aETOCTTa M COIMaliHATa
crurmaru3auus. CraTusra moadepTaBa 3HAUEHUETO Ha OaJaHCUPAHETO MEXAY JMYHUTE MpaBa,
KaTo aBTOHOMHS U TIOBEPUTEIIHOCT, U CEMEMHUTE OTTOBOPHOCTH, KAKTO U IMOTEHLMAIHUTE 103U
OT PaHHOTO OTKpHUBaHE W MHTepBeHIMs. ChIO Taka ce aKLEHTHUpa BbPXY HEOOXOAMMOCTTAa OT
CTaOWJTHY MPaBHU paMKH, BCEOOXBATHO TCHETUYHO KOHCYATHUPAHE U MPOIBIKABAII0 OOIIECTBEHO
o0pa3oBaHMe 3a CIPaBSIHE C €TUYHUTE U IICUXOCOLHMAIHHUTE MPEIN3BUKATEICTBA, CBBP3aHU C
reHeTnyHoTo TecTBaHe 3a HTPS, ¢ kpaiiHaTta nen na ce MakCMMU3HMpAT MOJI3UTE OT '€HOMHATa
MEIMIIMHA U Jja C€ MUHUMHU3UPAT NOTCHIIMATHUTE BPEIHU.

2. Genetic counseling for hereditary tumor risk syndromes — experience from a single
center

Authors: M. Hachmeriyan'?, M. Levkoval?, M. Stoyanoval?, D. Yahya'?, E. Dimitrovas, L.
Angelova!

Abstract: Despite the widespread adoption of mainstream genetic protocols, genetic counseling
(GC) remains essential for providing complex care to individuals at risk for hereditary tumor
syndromes. This study aims to evaluate patients with probable tumor risk syndromes undergoing
GC within a healthcare system lacking nationally funded testing. Although the widespread
availability of private laboratory services (both direct-to-consumer and consumer-directed) offers
an affordable option for up-to-date genetic care, it predisposes to a lack of national registries and
summarized data on individuals with probable and/or confirmed hereditary cancer syndromes. This
situation may further challenge the implementation of national cancer strategies, including genetic
prophylaxis plans. We assessed and summarized our experience in providing genetic counseling
(GC) over the past four years (2020-2023). A total of 123 patients who considered and/or
underwent genetic testing were included in the study. These patients were grouped based on sex
and age, type of referral, and indication for testing. Oncogenetic patients represented 6.5% of all
those counseled in our center. Their number doubled over the period, predominantly affecting
patient-paid services. The majority were women (65.9%) and aged between 18 and 50 years
(65.9%). Children remained the smallest group (6.5%). Regarding referrals, the majority were
clinician-referred (77.2%) rather than self-referred. Additionally, the indication of a cancer
diagnosis (54%) slightly dominated over being healthy with a positive family history or other
predisposing factors (42%). Only 4% underwent oncogenetic counseling as a proactive
prophylactic measure. Notably, all patients undergoing whole exome sequencing for other reasons
opted for secondary findings reporting that included cancer predisposition syndromes.

Pe3ome: Bbrnpeku HIMPOKOTO BbBEKJAaHE HAa CTaHJAPTHU T'€HETUYHM IPOTOKOJIH, F€HETHYHaTa
koHcynTauus (I'K) octaBa oT chliecTBEeHO 3HaUEHHE 3a IPEOCTABSIHETO Ha KOMIUIEKCHA TPUKa 3a
JMIA C PUCK OT HACJIEICTBEHU TYMOPHHU CUHApOoMH. HacTosA1oro npoyuBaHe uma 3a e Ja OUeH!
MAIMEHTH ¢ BEPOSTHU CHUHJIPOMHU Ha TYMOPEH PUCK, IPEMUHABAIIY NPe3 FTeHeTUYHa KOHCYATAIHs
B paMKHTE Ha 3/IpaBHa cHUCTeMa 0e3 HallMOHAJTHO (PMHAHCHPAHO T€HETHYHO TecTBaHe. Makap
HIMpOKaTa JOCTBIIHOCT HA YCIYIMTE Ha YaCTHHU JabopaTropuu (KaKTO TUPEKTHO 3a MOTpeOuTers,
Taka M HAcCOYEHHU OT JieKap) Aa mpeiuiara (UHAHCOBO JOCTBHIIHA BB3MOXKHOCT 32 ChBPEMEHHA



ICHCTHUYHA I'pUXKa, Td Ch3JaBa MPCAIIOCTABKH 3a JIMIICAa Ha HAllMOHAJIHU PETUCTPHU U O606I_H€HI/I
JaHHHU 3a JInla ¢ BEPOATHU W/ uau IMOTBBPACHU CHHAPOMH HAa HACJICACTBCH pak. Tazu cuTtyanus
AOOBJIHUTCIIHO MOKE Oa 3arpydHUd IMPUIIAraH€TO Ha HAIIWOHAJHW OHKOJIOTMYHH CTpPAarCeruu,
BKJIIOYUTCIIHO I1IJIAHOBEC 3a I'CHETHYHA HpO(l)I/IJ'IaKTI/IKa.

OnennxMe ¥ 0000IMIMXME HAIIUS OMUT B MPEAOCTABIHETO HA TEHETHMYHA KOHCYATAIMs Ipe3
nocnenuute yetupu roguan (2020-2023). B npoyuBanero 0sixa BkItodueHH o010 123 manuenTw,
KOUTO ca OOMUCIISUTM W/WIM ca MPEeMUHAIM TeHeTHYHO TecTBaHe. [lanuenTuTe 6sxa rpynupanu
CIIOpE]I ITOJT U BB3PACT, BUJ HAa HACOYBAHE U MHIMKAIM 32 TecTBaHE. OHKOr€HETHYHHUTE MAallueHTH
npencraBisiBaxa 6,5% OT BCHYKM KOHCYITHpPaHH B HaIMs IIEHTHP. bposST UM ce yaBou mpe3
pasmiexxJaHusl MepHoj, KaTo PbCThT Oellle OCHOBHO 3a CMETKAa Ha IJIATEHUTE OT MAallMeHTUTE
yenyru. [IpeoOmanaBamiara yact 0sixa sxenu (65,9%) u nuna Ha Be3pacT Mexay 18 u 50 ronunu
(65,9%). [enara ocranaxa Haii-mankara rpyna (6,5%). [lo oTHoIIeH1re Ha HACOYBAHETO, TOBEYETO
nanueHTu Osixa HacoueHW OT kiuHunuctu (77,2%), a He camoHacoumiu ce. OCBeH TOBa
WHJMKALMATA ,,[IOCTABEeHA OHKOJOTHYHA Jauartosa“ (54%) jieko TOMHHHpAIE HaJl CIydauTe Ha
3[[paBH JIMIIA C TIOJOXKUTENHA (haMUTHA aHAMHe3a WU Jpyru npeapasnonaramu Gaxropu (42%).
Camo 4% ca npeMrHaI OHKOT€HETUYHO KOHCYJITUPAHE KaTo IPOAKTUBHA IPO(UIaKTHYHA MSpKa.
3a0eNe)UTENHO €, Y€ BCUUKU MAIlMeHTH, IPH KOUTO € MPOBE/IEHO CEKBEHUPAHE Ha IIETUS €K30M T10
JpYyTH IPUYMHY, ca H30paliu TOKJIaJBaHe HAa BTOPUYHU HAXOJKH, BKIIOUUTEITHO TAKHBA, CBbP3aHH
ChC CHHJIPOMH Ha TPEIPA3NOIOKEHIE KbM pPaK.

3. Genetic counseling for hereditary cancer syndromes: a S-year experience from a
single center in Bulgaria

Authors: M. Hachmeriyan'?, M. Levkova®?, D. Yahya!?, M. Stoyanoval? and E. Dimitrova®

Abstract: This study presents a 5-year retrospective analysis of genetic counseling (GC) services
for hereditary cancer syndromes (HCS) at a single center in Bulgaria. The aim is to describe the
demographic and epidemiological characteristics of patients seeking GC, the uptake of genetic
testing, and the spectrum of identified pathogenic variants. The results highlight an increasing trend
in GC utilization. Key findings include differences in patient profiles between those seeking
general HCS assessment and those undergoing tumor biomarker testing, the impact of financial
accessibility on genetic testing uptake, and a pathogenic variant detection rate of 28% in tested
individuals. The most frequently identified conditions were Hereditary Breast and Ovarian Cancer
Syndrome and Lynch Syndrome, with pathogenic variants detected in genes such as BRCAI,
MSH2, PALB2, and STKI11. These findings underscore the need for enhanced awareness,
improved financial access to testing, and the establishment of systematic cascade screening
programs in Bulgaria.

Pesrome: HacrosmoTo npoyuBaHe npeacTass S-roAUIIEH PETPOCIEKTUBEH aHAIN3 HA YCIYTUTE 10
renernyHa koHcynTaius (I'K) 3a nHacnenctBenu pakou cunipomu (HCS) B enuH 1HeHTHp B



bearapus. Llenra e na ce onumar aeMorpadckuTe U eNUASMHOIOIMYHUTE XapaKTepUCTUKU Ha
MAUEHTUTE, THhPCEIIM TeHEeTHMYHA KOHCYITAllMs, CTENEHTa Ha H3MOJ3BAaHE Ha TE€HETHMYHOTO
TECTBAaHE U CIEKTHPBHT HA WIACHTU(UIIMPAHUTE MATOTCHHU BapHaHTH. Pe3ynrarure mojguepraBar
HapacTBalla TeHICHIU B IPUJIaraHeTO Ha TeHeTHYHA KoHCYynTanusa. OCHOBHUTE U3BOAM BKIIIOUBAT
paznuuust B Ipo(UINTE HA MAUSHTUTE MEXKY T€3H, KOUTO THPCAT 0011 OLIEHKA 33 HACIECTBEHU
PakoBH CHUHIPOMH, W Te3U, MPU KOUTO C€ MPOBEXKAa H3CIEABAHE HAa TYMOpPHU OHOMapKepH,
BJIMSTHUETO Ha (JMHAHCOBAaTa JOCTBHIIHOCT BbPXY MPOBEXKIAHETO HA TEHETUYHO TECTBAaHE, KaKTO U
4YecToTaTa Ha OTKPUMBAHE HA NATOI€HHU BapuaHTU OT 28% cpen u3cneaBanure juna. Haii-uecto
UICHTUQUIMPAHUTE ChCTOSHUSA Ca CUHAPOMBT Ha HACJEICTBEH PaK Ha rbplara U SHYHHUINUTE U
CUHAPOMBT Ha JIMHY, KaTo maroreHH! BapuaHTH ca oTKputu B renu kato BRCA1, MSH2, PALB2
u STK11. Te3u pesynraru nmogdepraBaT HEOOXOAMMOCTTA OT MOBHIIIABaHE HA HMH(POPMUPAHOCTTA,
nonoOpsiBaHe Ha ()MHAHCOBHSI JOCTBII 0 T€HETHYHO TECTBaHE M Ch3JaBaHe Ha CHCTEMaTHYHU
IIPOrpaMu 3a KacKaJeH CKpUHMHT B bbirapus.

4. Prevalence and prognosis of PIK3CA mutations in Bulgarian patients with metastatic
breast cancer receiving endocrine therapy in first-line setting

Authors: R. Gencheva, M. Petrova, P. Kraleva, S. Hadjidekova, M. Radanova, N. Conev, D.
Stoyanov, J. Arabadjiev, E. Tazimova, S. Bachurska, M. Eneva, M. Tsvetkova, G.
Zhbantov, T. Karanikolova, D. Manov, A. Ivanova, M. Taushanova-Hadjieva, R. Staneva,
E. Dimitrova, I. Donev

Abstract: Background and aims: In approximately 40% of patients with HER2-
negative/HRpositive breast cancer tumors, the PIK3CA gene is mutated. Despite this, clinical
outcomes vary between studies in this cohort. We aimed to ascertain the prevalence of PIK3CA
mutations in patients with metastatic HR+/HER2— breast in Bulgaria, as well the evaluation and
comparison of progression free survival (PFS) between wild-type (WT) and mutation-positive
groups in the real-world setting. Methods: Three oncology centers in Bulgaria collected 250 tissue
samples between 2016 and 2022 for this multicentric retrospective study. PIK3CA mutations were
identified using Real-Time qPCR. The median follow-up period was 35 months. Results: The mean
age of the mutant cohort was 57.6 = 11.6 years, compared to 56.5 + 12.2 years for the WT cohort
(p =.52). The percentage of patients with visceral metastasis was 58.8% (n = 147). Approximately
84.3% (n = 210) of the patients had reached postmenopause. 29.2% (n = 73) of the patients had
PIK3CA mutations. The predominant mutation was present in exon 20, H1047R (46.5%). We
found a significant correlation only between the presence of a mutation and the metastatic diseases
at diagnosis (p = .002). As first-line therapy, 67.1% of patients received endocrine therapy (ET)
plus cyclin dependent kinase (CDK4/6) inhibitor, while the remainder received ET alone. The
median PFS of patients in the group with the mutation was 32 months (95%, CI: 22—40) compared
to 24 months in the WT cohort ((95%, CI: 21-36) (p = .45)); HR = 0.86 (95%, CIL: 0.5-1.3) (p =
.46). We corroborated our conclusion using propensity matching score analysis, (36 months [95%
CI: 20-40] vs. 26 months [95% CI: 21-38], [p = .69]).

Conclusions: We found that the prevalence of PIK3CA mutations in our patients was comparable
to what has been reported in other nations. Our results suggest that PIK3CA mutational status has



no bearing to ET efficacy in first-line setting. KEYWORDS breast cancer, clinical outcome,
PIK3CA (phosphatidylinosiol 3 kinase)-mutation

Pe3ome: Boeenenue u nenu: [pu npubmusurenno 40% ot nanuenture ¢ HER2-neraruBen/HR-
MO3UTUBEH paK Ha r'bpaara ce yctanoBsBaT mytainuu B reHa PIK3CA. Bbiipeku ToBa, KIIMHUYHUTE
pe3yiTaru Mpu Ta3W KOXOpTa BapupaT MEXIy pas3jIMyHUTE npoyuBaHus. llenara Ha HACTOAIIOTO
u3cienBane Oemie ga ce yctaHoBM dvectorara Ha myramuute B PIK3CA npu manmueHTH ¢
metactarnieH HR+/HER2- pak Ha repmara B bbarapus, Kakro u Ja c€ OLEHH M CPaBHH
npexuBseMmoctrta 6e3 mporpecus (PFS) mexay rpynute ¢ nuB tun (WT) u ¢ Hanmnuue Ha MyTanust
B YCJIOBHSITA Ha peaJiHaTa KIIMHUYHA MTPAKTHKA.

Metoau: 3a TOBa MHOTOLIEHTPOBO PETPOCHEKTUBHO MPOYYBAaHE OT TPU OHKOJIOTUYHH LEHTHPA B
Bbenrapus 6sixa cvOpanu 250 TekanHM npobu 3a nepuona 2016-2022 . Myramuure B PIK3CA
Osixa uaeHtudunupanu upe3 Real-Time qPCR. MeananausT nepuon Ha npocnensade oermre 35
Mecena.

Pesynraru: Cpennara Bp3pacT Ha MallMEHTUTE ¢ MyTauus Oeme 57,6 = 11,6 ronuHu, B cpaBHEHHE
¢ 56,5 + 12,2 ronunu B rpynara ¢ guB tan (p = 0,52). JlenbT Ha NAUMEHTUTE C BHUCLIEPAIHU
Mmetactasu oOeme 58,8% (n = 147). Ilpubnusurenno 84,3% (n = 210) or mauuentute Osxa B
noctMmenonay3a. Mytarmuu B PIK3CA 6sixa yctanoBenu 1ipu 29,2% (n = 73) ot nanuenture. Haii-
yectara myTanus oeme B ek30oH 20 — HI047R (46,5%). YcTaHOBHMXME CTaTHCTUYECKU 3HAYMMa
KOpenaluusi €IMHCTBEHO MEXAYy HaJIMYMeTO Ha MyTalus ¥ HaJIWYUETO Ha METacTaTUu4yHO
3a0osnsiBaHe KbM MOMeHTa Ha nuarnosara (p = 0,002). Karo nepBa nuHus Ha sedenue 67,1% ot
MalUEeHTUTE MojiyyaBaxa eHiokpuHHa tepanus (ET) B koMOumHanus ¢ MHXUMOUTOpP HA LIMKIIMH-
3apucumute kuHa3u (CDK4/6), nokaro ocrananute nony4yaBaxa camo ET. Menuannara PFS npu
narnuenTuTe ¢ myrtamnus oeme 32 mecena (95% JAU: 22—40) B cpaBHeHHE ¢ 24 Mecena py rpymnara
¢ muB tun (95% CI: 21-36) (p = 0,45); HR = 0,86 (95% CI: 0,5-1,3) (p = 0,46). IlorBbpauxme
3aKJIFOUEHUSATA CH Upe3 aHaIM3 ¢ propensity score matching (36 mecena [95% CI: 20—40] cpemry
26 mecena [95% CI: 21-38], p = 0,69).

3axnroueHus: YcTtaHoBuxMe, ye yectoTara Ha myrauuute B PIK3CA npu HammTe nanueHTu e
CBIIOCTaBUMa C JIOKJIaJIBaHaTa B IPYTH Abp)KaBH. Pe3yntatuTe HU MOKa3BaT, Y€ MYTAI[MOHHUST
craryc Ha PIK3CA He oka3Ba BiausiHHE BbpPXY €(DEKTUBHOCTTA HA €H/IOKPUHHATA Tepanus B I'bpBa
JIMHUA HA JICYCHHE.

5. A pictorial view on false positive findings of 68Ga-PSMA-11 PET/CT and their
prognostic value in patients with prostate carcinoma after radical prostatectomy and
undetectable PSA values

Authors: Zhivka Dancheva MD, PhD, Sophiya Chausheva MD, Tanya Stoeva MD, Marina
Dyankova MD, PhD, Tsvetelina Yordanova MD, PhD, Borislav Chaushev MD, PhD,
Rostislav Marinov MD, Viktor Nikolov MD, Pavel Abushev MD PhD, Georgi Todorov MD,
PhD, Eleonora Dimitrova MD, PhD, Aneliya Klisarova MD, DSc, Deyan Anakievski MD,
PhD

Abstract: Objective: Recently, gallium-68-prostate-specifc membrane antigen-11 (Ga-PSMA-11)
positron emission tomography/computed tomography (PET/CT) has become a key imaging
method in prostate carcinoma staging and biochemical progression, with varying sensitivities in



different studies (from 40% to 80%). After four 68 years of experience with Ga-PSMA-11 PET/CT,
we found that it is possible to detect lesions with increased PSMA expression in patients with
undetectable prostatespecific antigen (PSA) levels after radical prostatectomy. The key questions
we wanted to answer were as follows: if those lesions were malignant and could the early detection
of those malignant lesions have a role in patient management? We aimed to identify and follow up
PSMA-positive findings for a period of 4 years in patients with prostate cancer after radical
prostatectomy and undetectable PSA values at the time of the examination. We also explored false-
positive lesions in detail. Subjects and Methods: The study included all patients who underwent
radical prostatectomy and 68 had undetectable PSA values<0.05ng/mL and who underwent Ga-
PSMA-11 PET/CT between July 2019 and December 2019. We performed 220 studies and found
40 patients with these characteristics; these patients were included in this study. All of them were
followed up until July 2023. Any finding with increased radiopharmaceutical accumulation above
the background activity in the respective area was considered a false positive. Prostate-specific
membrane antigen accumulation in established lesions was assessed semiquantitatively by the
maximum standardized uptake value (SUVmax) and qualitatively by the four-point visual scale
proposed in the E-PSMA recommendations. Results: We found 15/40 (37.5%) patients with
PSMA-positive findings. These were predominantly bone changes without a corresponding CT
abnormality or discrete cystic or osteoblastic lesions with above-background increased PSMA
expression. The mean SUVmax of these nonspecific lesions was 3.02 (SD 2.86). After 3.5-4 years
of follow-up, biochemical progression was found in only two of the patients. The great sensitivity
of the method nowadays is a powerful engine for the development of new therapeutic options. On
the other side, the lower specificity due to false positive findings, if misinterpreted, might lead to
switching to a higher stage, with the planned radical treatment replaced by palliative 68 treatment.
Conclusion: The presence of Ga-PSMA-11 PET/CT-positive findings in patients after radical
prostatectomy and an undetectable PSA had a low predictive value for future progression. The
interpretation of 68Ga-PSMA-11 PET/CT should always include a complex assessment of the
clinical setting-the risk group, PSA value and degree of PSMA accumulation in the lesions. In these
situations, further clarification of PSMA-positive findings is appropriate before deciding to change
treatment.

Pesiome: Ilen: [Ipe3 nocneanure roAMHN MO3UTPOHHO-EMUCHOHHATA TOMOTpadus/KOMIIOTbpPHATA
tomorpagus ¢ ramuii-68-tpocraro-cnenupuyeH MemOpaHeH aHtureH-11 (*Ga-PSMA-11
PET/CT) ce yIBbpaH KaTo KJIIOYOB 00pa3eH METO]] IPH CTaJAMPAHETO Ha KapLIMHOM Ha IpocTarara
U NIpU OMOXUMHYHA IPOTPECHs], KaTO YYBCTBUTEITHOCTTA Bapupa MEX/1y Pa3IMuHU IPOyYBaHUs (OT
40% no 80%). Cnen yetnpu rogunau onut ¢ ®*Ga-PSMA-11 PET/CT ycranoBuxme, 4e € Bb3MOKHO
Ja ce OoTKpuBar jie3uu ¢ noBumeHa PSMA exkcnpecus npu NanueHTH ¢ HEJOJOBHUMH HUBA Ha
npoctatHo-cienuduuen antured (PSA) crnen panukanna npocrarektoMusi. OCHOBHUTE BBIIPOCH,
Ha KOUTO ThPCEXME OTTOBOP, OsXa JJaI TE3H JI€3UU ca MAJIUTHEHU U Jalu PAaHHOTO UM OTKpHUBaHE
MOXe Jla IMa 3HaueHHe 3a MMOBEeJICHUETOo CIpsMo nanueHTa. Llenra vu Oemie ga uaeHTuuUIpame
u npocneauM PSMA-N03UTHBHY HAXOAKH 3a NMEPUOA OT 4 TOAMHU MPH MAIMEHTH ¢ KapLUHOM Ha
IpocTrarara ciesl paauKalHa IPOCTaTEKTOMUS U C HEJOJIOBUMHU CTOMHOCTH Ha PSA xbM MoMeHTa
Ha u3cienBaHeTo. JJOnbJIHUTENHO aHATM3UpaxMe MOAPOOHO (haIIMBO-TTO3UTUBHUTE HAXOKH.

[TarmenT 1 Meroau: B mpoyuBaHeTo 0sxa BKIIOUEHU BCUYKH MAllMEHTH, IPETHPIIETN pauKalHa
MIPOCTATEKTOMUS, C HEO0JIOBUMH cToiHOCTH HAa PSA < 0,05 ng/mL, nmpu kouto e nposeneno “*Ga-
PSMA-11 PET/CT B nepuona tonu 2019 — nexemBpu 2019 r. U3pbpmenu Osixa obmio 220
u3cieaBaHus, kato npu 40 manueHTH O0sxa HaJUIEe Te3U XapaKTePUCTUKU U Te 0sXa BKIIIOYEHU B



HACTOSIIIIOTO MpoyuBaHe. Becuuku manuenTu Osixa mpocinenaeHu a0 oiau 2023 1. Beska Haxonka ¢
MOBHIIICHO HATpyIBaHE Ha panuodapmareBTuKa HaJ (POHOBaTa aKTUBHOCT B CHOTBETHATa 00JIACT
ce cumTamie 3a ¢ammuBo-no3uTuBHA. HarpynBaneto Ha PSMA B ycTaHoBeHuTe Jie3uu Oerie
OLICHEHO IIOJYKOJIMYECTBEHO UYpEe3 MAaKCHUMajHaTa CTaHJIapTU3MpaHa CTOMHOCT Ha HATPYIBaHE
(SUVmax) u xa4ecTBEHO 4pe3 YeTUPHUCTENeHHATa BU3YyallHa CKala, MPEAJIO’KeHa B IPEOPhKUTE
E-PSMA.

Pesynraru: YeranoBuxme PSMA-no3utuBHu Haxonku npu 15 ot 40 nanuentu (37,5%). Te Osxa
MpPEAUMHO KOCTHU TMpoMeHH Oe3 cboTBeTHa Haxoaka Ha KT wiam AMCKPETHH KUCTUYHU WIH
octeoOnacTHM Jie3uu ¢ nopuineHa PSMA exkcripecus Han hoHOBOTO HUBO. CpeiHaTa CTOMHOCT Ha
SUVmax 3a te3u Hecrieuuduunu sie3un oemre 3,02 (SD 2,86). Cnen 3,54 ronuHu mpociensBaHe
OMOXUMHUYHA Tporpecus Oellle yCTaHOBEHa caMo IPpH JBama NalueHTy. Bucokara 4yBCTBUTEIIHOCT
Ha METO/Ia B HAIlIKM JTHU € MOILEH JIBUTaTeN 32 Pa3BUTUETO HA HOBU TEPANIEBTUYHU Bb3MOXKHOCTH.
Ot npyra crpaHa, MO-HUCKaTa CHEU(PUIHOCT NMOpaau (HammnBO-MO3UTUBHU HAXOJKU, aKO Obaar
HETIPAaBUIIHO MHTEPIIPETUPAHH, MOXKE JIa JIOBEJIE 10 TPEMUHABAHE KbM I10-BUCOK CTAIUN U 3aMsHa
Ha TUIAHUPAHOTO PaIMKAIHO JICYECHUE C MaIHaTUBHO.

3axnmrouenue: Hammuanero Ha **Ga-PSMA-11 PET/CT-1o3uTHBHU HAaXOIKU MPHU TAITUCHTH CIIC
paauKaliHa TPOCTAaTEeKTOMUS U ¢ HeJoloBUM PSA mMa HHCKa mpezcKa3Balia CTOMHOCT 3a Obemia
nporpecust. Wutepnperammsara Ha Ga-PSMA-11 PET/CT Bunarm TpsiOBa 1a BKIIOYBA
KOMITJIEKCHA OlIEHKAa Ha KIIMHUYHUS KOHTEKCT — pUCKOBAaTa IrpyIa, ctoiiHocTTa Ha PSA u cteneHTa
Ha PSMA narpynBane B jie3uute. B TakuBa cuTyanuu € yMeCTHO JOMBJIHUTEIHO YTOYHSIBAHE HA
PSMA-1103uTHBHUTE HaXOJKH MPEAN B3€MaHE Ha PEICHHE 3a IPOMSHA Ha JICYEHUETO.

6. Patient resilience and distress level prior to chemotherapy based on time estimation

Authors: Petya Kraleva, Mila Petrova, Teodor Popov, Nikolay Vladimirov Conev, Eleonora
Dimitrova, Rossitza Krasteva Ruseva, Aynura Changalova, Bozhidar Iliev, Snezhina Nedeva,
Tsvetan Tatarov, Georgi Zhbantov, Rosen Hadjiev, Ivan Donev

Abstract: Background: Our prospective and multicentric study aimed to determine if the effects of
breast cancer patients’ resilience on their distress levels are mediated by the assessment of time
before initiating neo/ adjuvant chemotherapy. Methods: In 104 chemo-naive breast cancer patients,
time estimation was evaluated by comparing each subject’s prospective estimate of how rapidly
one minute passed to the actual time. The Distress Thermometer of the National Comprehensive
Cancer Network was used. The range of the scale is from 0 (no distress) to 10 (extreme distress).
The Connor-Davidson Resilience Questionnaire (CD-RISC), a self-reported 10-item
unidimensional scale, was utilized to measure resilience. Respondents rate statements on a 5-point
Likert scale ranging from O (not true at all) to 4 (true nearly all the time). A higher score reflects
greater resilience. Based on their RISC scores, patients were divided into three groups: low (up to
the 33rd percentile), intermediate (between the 33rd and the 66th percentile), and high (over the
66th percentile). Patients’ time estimations were similarly divided. Cronbach’s a was 0.87 for all
10 items. Results: The mean age of the patients was 53.1612.4 years. RISC scores correlated
positively with time estimation (rho = 0.31, p = 0.002) and negatively with distress levels (rho = -
0.445, p,0.001). A significant negative correlation was observed between time estimation and
distress levels (rtho =-0.394, p, 0.001). Correspondence analysis revealed a significant association
across the three matching groups of RISC score and time estimation (x2 = 9.8, p = 0.044). The
Jonckheere-Terpstra test revealed that patient estimates of time varied significantly between the



three groups (p = 0.013). Using Hayes simple regression, we discovered that RISC scores were a
significantly positive predictor of time estimation (b = 0.844, s.e. = 0.261, p, 0.0001). Both RISC
score (b=-0.136,s.e.=0.031, p, 0.0001) and time estimation (b =-0.041, s.e.=0.011, p=0.0005)
were significant negative predictors for higher distress levels in the second regression.
Conclusions: Via time estimation, patients’ resilience influences distress levels prior to treatment
initiation. Research Sponsor: None.

Pe3wome: Bbeenenue: Hamero mpocrnekTHBHO, MHOTOIIEHTPOBO IMPOYYBAHE MMAIE 3a LEd Ja
YCTaHOBH Jlajii e(peKThT Ha PE3UITMEHTHOCTTA ( YCTOMYMBOCTTA) NP MAIMEHTKH C paK Ha I'bpaaTa
BbpPXY HHBaTa Ha JUCTPEC C€ MeIuupa OT BB3IPUATHETO 3a BpeME MpEeAH 3alo4yBaHE Ha
HEO0a/[F0BAaHTHA/aJI0BAHTHA XUMUOTEPAIIs.

Mertoau: B mpoyuBanero Osixa BriaroueHH 104 mamueHTKH ¢ pak Ha T'bpJaTa, KOMTO HE ca
MOJIy4aBajy NpeaxoaHa xumuorepanus. OneHkaTa Ha BpeMETO C€ U3BBPILBAIIE Ype3 CPaBHIBAHE
Ha CyOeKTHBHATa MPOCIEKTUBHA MPEIEHKA HA BCAKA MAIMEHTKA 32 TOBA KOJKO OBP30 M3MHHABA
€llHa MHMHYTa C peajHOTO Bpeme. 3a OlleHKa Ha aucTpeca Oemie H3IMOJI3BaH ,, [epMOMETHp 3a
muctpec Ha NCCN, cbc ckana or 0 (nurca Ha auctpec) mo 10 (ekcTpeMeH aucTpec).
PesunuenTtHocTTa Oemie n3mepeHa upes BbipocHuka Connor—Davidson Resilience Questionnaire
(CD-RISC) — camoonenbuHa, enHonzMepHa ckana ot 10 tBbpaeHust. OTroBopUTe ce OLEHABaT 10
S-crenenHa ckana Ha JIMkspT oT 0 (M300110 HE € BAPHO) 10 4 (MOYTH BHHATH BSAPHO), KaTO IO-
BHUCOKHUAT PE3yNTaT OTpas3siBa MO-BUCOKA pe3wyiMeHTHOCT. Bb3 ocHoBa Ha pesynratute ot CD-
RISC nanuenTkuTe 0sixa pa3ieneHu B TPU IPYIU: HUCKA PE3WIMEHTHOCT (110 33-us MepCeHTHII),
MeXIUHHA (Mexy 33-ust u 66-usi mepceHTH1) U Bucoka (Haja 66-us nepceHtui). OueHkuTe 3a
BB3NPUATUETO HA BPEMETO Os1Xa rpyHUpaHu MO aHaTorun4eH HauuH. KpoHOaxoBusT koeUuiueHT o
3a Bcnuku 10 mynkra Geme 0,87.

Pesynraru: Cpennata Bb3pact Ha nanueHtkure oemre 53,16 + 12,4 ronunu. Pesynratute ot CD-
RISC kopenupaxa mojiosKUTENHO ¢ orieHKaTa Ha BpemeTo (rho = 0,31; p = 0,002) u oTpHumare Ho ¢
HuBata Ha quctpec (tho =—0,445; p <0,001). YcranoBena Oerie 3HauMMa OTpULIATETHA KOPETAIHs
MeX1y olleHKaTa Ha BpemeTo u aucrpeca (rtho =—0,394; p <0,001). AHanu3bT Ha CHOTBETCTBUETO
M0Ka3a 3HauuMa acoLuaIysi MeX 1y TPUTE ChOTBETCTBAILM IPYIH 110 PE3MIMEHTHOCT U OLIEHKA Ha
BpeMmeto (> = 9,8; p = 0,044). TectpT Ha Jonckheere—Terpstra pa3kpu, e olleHKaTa Ha BPEMETO
ce pa3nuyaBa 3HauUuTeNHO Mexay Tpute rpyn (p = 0,013). Upes npocra perpecus no Hayes Gere
ycTaHoBeHO, ye pe3yaTaTbT oT CD-RISC e 3HaumM mosoXuTeneH MpeauKTop 3a OIeHKaTa Ha
Bpemeto (b =0,844; s.e. =0,261; p <0,0001). BbB BTOpHS perpeCHOHEH MOJIEN KaKTO Pe3yATaThbT
ot CD-RISC (b =-0,136; s.e. =0,031; p <0,0001), Taka u orienkara Ha Bpemero (b =—0,041; s.e.
=0,011; p=0,0005) Osixa 3HAYMMH OTPHUILATEIHU MPEAUKTOPHU 32 MO-BUCOKH HUBA HA IUCTPEC.
3akmroueHus: Upes BB3NPUATHETO 32 BpeMe PE3WIMEHTHOCTTA (YCTOMYMBOCTTA) HA TAIMEHTKUTE
BJIMsI€ BbPXY HUBATa Ha TUCTPEC MPeIu 3arl0YBaHe Ha JIEUSHHUETO.

7. KRAS Mutation Status in Bulgarian Patients with Advanced and Metastatic
Colorectal Cancer

Authors: Maria Radanova, Galya Mihaylova, George St. Stoyanov, Vyara Draganova,
Aleksandar Zlatarov, Nikola Kolev, Eleonora Dimitrova, Nikolay Conev and Diana Ivanova



Abstract: RAS somatic variants are predictors of resistance to anti-EGFR therapy for colorectal
cancer (CRC) and affect the outcome of the disease. Our study aimed to evaluate the frequency of
RAS, with a focus on KRAS variants, and their association with tumor location and some
clinicopathological characteristics in Bulgarian CRC patients. We prospectively investigated 236
patients with advanced and metastatic CRC. Genomic DNA was extracted from FFPE tumor tissue
samples, and commercially available kits were used to detect RAS gene somatic mutations via real-
time PCR. A total of 115 (48.73%) patients tested positive for RAS mutations, with 106 (44.92%)
testing positive for KRAS mutations. The most common mutation in exon 2 was ¢.35G>T
p.Glyl2Val (32.56%). We did not find a significant difference in KRAS mutation frequency
according to tumor location. However, patients with a mutation in exon 4 of KRAS were 3.23 times
more likely to have a tumor in the rectum than in other locations (95% CI: 1.19-8.72, p = 0.021).
Studying the link between tumor location and KRAS mutations in exon 4 is crucial for better
characterizing CRC patients. Further research with larger cohorts, especially in rectal cancer
patients, could provide valuable insights for patient follow-up and treatment selection.

Pesrome: Comarnunute Bapuantu Ha RAS ca npeaukTopu 3a pesucrteHTHOCT KbM aHTU-EGFR
Tepanusi npu konopektaieH kapuuHoM (CRC) u BmMAAT BBpPXYy H3X0Aa OT 3a00JsIBAaHETO.
HacrosimoTro nmpoyuBaHe uma 3a 1eJ Ja OleHH YecToTaTa Ha Myranunte B RAS, ¢ ¢okyc Bpxy
Bapuantutre Ha KRAS, kakTo 1 TsxHaTa Bpb3Ka C JIOKATU3ALUATA Ha TYMOpA U HIKOM KIMHUKO-
MATOJIOTMYHH XapaKTepUCTUKH Mpu Obarapcku nanuentd ¢ CRC.

[IpocniekTuBHO Osixa m3cienBaHu 236 MAlMEHTH C HampeIHal U METACTaTUYEH KOJOPEKTaJIeH
kapuuHoM. ['enomna JIHK 6emre uzBneuena or FFPE TymMmopHu ThkaHHM poOH, KaTO 32 AETEKLIMS
Ha COMAaTHYHU MyTanuu B renute RAS 0sixa H3MON3BaHM THPrOBCKH HAJIMYHU KUTOBE 4pE3
peasninoBpemeBu PCR. O6mo 115 nanuentu (48,73%) 0sixa nosoxuTenHy 3a MyTauu B RAS, karo
npu 106 naruentu (44,92%) 6sxa yctaHoBenu Mmytaunu B KRAS. Haif-uectara MyTanus B €K30H
2 6eme ¢.35G>T p.Glyl2Val (32,56%).

He Oemre ycraHoBeHa CTaTHCTHMYECKM 3HAUMMa pas3iiMka B yecTroraTa Ha Mytauuute B KRAS
CIIOpe]T JIOKAJIM3aIMATa Ha TymMopa. BhIIpekn ToBa malMeHTuTe ¢ MyTtaius B ek30H 4 Ha KRAS
nMaxa 3,23 mbTH MO0-BUCOKA BEPOSATHOCT TYMODPBT Ja € JIOKAJIU3UPaH B PEKTyMa B CPaBHEHHE C
apyru nokamuzamuu (95% CI: 1,19-8,72; p = 0,021). M3scnenBaneTo Ha Bpb3KaTa MEXIY
TyMOpHaTa JoKalu3auus U Mmyrauuure B ek30H 4 Ha KRAS e orT chiiecTBeHO 3HaUeHHE 3a I10-
no0para XapakTepUCTHKAa Ha TMAlUEHTUTE C KOJOPEKTaJeH KapuUHOM. JlOmbJIHUTENHU
MPOYYBaHUA C MO-TOJIEMH KOXOPTH, 0COOEHO Cpej MAIMEeHTH ¢ pak Ha peKTyma, Ouxa MOIIH jaa
MIPEIOCTABAT 1IeHHA HH(OpMAaIUs 3a IPOCIEIIBaHETO U N300pa Ha JIEYUEHHUE.

8. PI3KCA mutation prevalence and outcome among patients with metastatic breast
cancer in Bulgaria treated with first-line endocrine therapy

Authors: Radostina Gencheva, Savina Hadjidekova, Mila Petrova, Dimo Krustev, Petya
Kraleva, Georgi Zhbantov, Nikolay Vladimirov Conev, Dragomir Svetozarov Stoyanov,
Jeliazko Iliev Arabadjiev, Eliz Tazimova, Svitlana Bachurska, Ivan Galev, Mariyana Eneva,
Mariela Tsvetkova, Rada Staneva, Eleonora Dimitrova, Rossen Hadjiev, Ivan Donev

Abstract: Background: There are phosphatidylinositol-4,5-biphosphate 3-kinase catalytic subunit
alpha (PIK3CA) mutations in 30-40% of hormone receptor-positive (HR+), human epidermal



growth factor receptor 2-negative (HER2) tumor samples. Nevertheless, clinical outcomes in this
group vary amongst research trials. Methods: We sought to determine the incidence of PIK3CA
mutations in Bulgarian patients with metastatic HR+, HER2-negative breast cancer, as well as to
evaluate and compare progression-free survival (PFS) in the real world between wild-type (WT)
and mutant cohorts. In this multicentric retrospective analysis, 250 tissue samples were collected
between 2016 and 2022 from three Bulgarian oncology centers. Qualitative real-time PCR was
used to determine the existence of PIK3CA mutations. The median follow-up time was 28 months.
Results: The mean age was 57.6611.6 years for the mutant cohort and 56.5612.2 for the wild-type
cohort (p=0.52). The percentage of patients with visceral metastatic disease was 58.8% (n=147).
Postmenopausal patients were 84.3% (n=210). PIK3CA mutation prevalence was 29.2% (n=73).
The most prevalent mutation was found in exon 20: H1047R (9.2%). Among all clinicopathological
features, we observed only a significant relation between the presence of a mutation and a
metastatic stage at diagnosis (p = 0.002). 67.1% of the patients received endocrine therapy (ET) +
CDK4/6 inhibitor as first-line therapy, while the remainder receive ET monotherapy. Patients with
PIK3CA mutation did not have significantly different median PFS compared to WT patients (32
months (95%, CI: 22-40) versus 24 months ((95%, CI: 21- 36) (p=0.45)); HR=0.86 (95%, CI: 0.5-
1.3) (p=0.46). In propensity matching score analysis (matched for treatment utilized as a first line
ET, menopausal status, and locations of metastatic disease), we confirmed our finding (36 months
(95%, CI: 20-40) versus 26 months (95%, CI: 21-38), p = 0.69). Conclusions: We demonstrated
that the prevalence of PIK3CA mutations in Bulgarian patients is comparable to that reported in
other countries. Our findings suggest that the presence of a PIK3CA mutation has no effect on the
efficacy of endocrine therapy of first-line treatment. In summary, our study provides valuable
insights into the topic, but limitations including the retrospective design and small sample size
suggest that the findings need to be replicated by more robust studies and larger sample sizes to
draw definitive conclusions.

Pe3ome: BwBenenue: Myranuu B reHa Ha ¢ochaTtuanianHo3uTon-4,5-0ucocpar 3-kuHaza,
katanutuuHa cyoenuuuna anga (PIK3CA), ce otkpuar npu 30-40% ot TymopHHUTE TpoOH Ha
NaIKUeHTH ¢ XopMoH-peuenTop-no3utuBeH (HR+), HER2-neratuBen pak Ha repaata. Bemnpeku
TOBA KJIMHUYHUTE PE3yJITaTH B Ta3u Ipylia BapupaT MEXy pa3IuUHUTE IPOYyUBaHUS.

Mertoau: Llenta Ha HacTOALIOTO M3cie/BaHe Oelle Jja ce ONpeNeNy YecToTara Ha MyTaluuTe B
PIK3CA npu 6barapcku nauuentu ¢ MeractatnueH HR+/HER2-neraTtuBen pak Ha rbpaTa, KakTo
U JIa ce OLIEHU U CpaBHU IpexuBseMoctTa 6e3 nporpecus (PFS) B peanHata KIMHUYHA TPaKTHKa
Mexnay rpynute ¢ nuB tan (WT) u ¢ myranmuu. B ToBa MHOTOLIEHTPOBO PETPOCIEKTHBHO
npoyuBaHe 0sixa chOpanu 250 ThkaHHM mpoOu 3a nepuoga 2016—-2022 r. oT Tpy OHKOJOTHYHHU
ueHTbpa B bearapus. 3a ycranossiBane Ha myrauuute B PIK3CA Gemie u3non3BaH KauecTBEH
peanHoBpemeBu PCR. MennanHoTO BpeMe Ha IpociesBane oemre 28 mecena.

Pesyntatu: CpenHara Bb3pacT Ha MalMeHTUTE ¢ MyTarus Oeme 57,6 + 11,6 romunu, a Ha
MalUeHTUTe ¢ TUB TUN — 56,5 £ 12,2 ronunu (p = 0,52). [lensT HA MAIMEHTHTE C BUCHEPATHO
MeTacTtaTuyHo 3abomsBane Oemie 58,8% (n = 147), a 84,3% (n = 210) 6sxa mocTMEHOMAy3aTHH.
UYecrotara Ha mytanuute B PIK3CA 6emte 29,2% (n = 73). Haii-uecto cpemanara myraius oere
B exk30H 20 — H1047R (9,2%). OT BCHYKHM KIMHUKO-IIATOJOTHYHU XapaKTEPUCTUKHU Oerle
YCTaHOBEHA CTATUCTUYECKM 3HAYyMMa BPB3Ka E€AMHCTBEHO MEXJy HAIWYMETO Ha MyTauus U
MeTacTaTU4eH cTaauii mpu auarHosata (p = 0,002).

Karo nepBa nuHus Ha nedyenue 67,1% or mauuenTure nonydaBaxa eHnokpuHHa Tepanus (ET) B
koMmOuHammsi ¢ uaxuourop Ha CDK4/6, mokaro ocraHaiurte mojydaBaxa MoHoTepamus ¢ ET.
[TanmenTture ¢ myranus B PIK3CA He noka3axa cTaTUCTHMYECKH 3HAUMMa pa3jivKa B MEJUaHHATA



PFS B cpaBHenue ¢ mauuentute ¢ auB Tum — 32 mecena (95% Cl: 22—-40) cpemty 24 mecena (95%
JU: 21-36) (p = 0,45); HR = 0,86 (95% CI: 0,5-1,3) (p = 0,46). [Ipu ananu3 c propensity score
matching (cboOpa3eH ¢ mbpBa JHMHUS JICUCHHE, MEHOIAY3aJeH CTaTyC M JIOKalIW3alus Ha
METaCTaTUYHOTO 3a00JsBaHE) pe3yinraTtuTe Osxa moTBBpaeHu — 36 Mecena (95% JAU: 20-40)
cpeuty 26 mecena (95% CI: 21-38), p = 0,69.

3axmouenus: [lokazaxme, ue yecrorara Ha mytanuute B PIK3CA npu Obarapcku mamueHTH e
CHIIOCTaBUMA C JIOKJIaJIBaHATa B IPYTH IbpKaBU. JJaHHUTE HU COYaT, Ye HATMYMETO HA MyTallUs B
PIK3CA He noBiusiBa epeKTUBHOCTTA Ha €HAOKPHHHATA TEPAIUs KaTO TbPBa JMHUS HA JICYCHHE.
B 06061ienue, mpoyuBaHeTo MpPeoCTaBs LIEHHU JaHHH 10 TeMaTa, HO OTPaHUYEHUsITa, CBbP3aHU
C PETPOCTIEKTUBHHUSA TU3aiiH U CPABHUTEITHO MAJIKUS pa3Mep Ha M3BaJKaTa, HajaraT pe3yJITaTHTe
na ObAaT NOTBBPJCHU B NMO-MAIIaOHU U METOJI0JIOTUYHO MO-MPEIU3HN U3CIIeIBAHUS.

9. Impact of travel burden on clinical outcomes in lung cancer

Authors: Dragomir Svetozarov Stoyanov, Nikolay Vladimirov Conev, Ivan Shterev Doneyv,
Ivan Dimitrov Tonev, Teodorika Vitalinova Panayotova, Eleonora Georgieva
Dimitrova-Gospodinova

Abstract: Purpose Our study explores the influence of travel burden (measured as travel distance
and travel time) on clinical outcomes in lung cancer patients. Methods A retrospective analysis of
a single Bulgarian center was performed. A total of 9240 lung cancer patients were included in the
study. Travel distance and travel time between patients’ city of residence and the treating facility
were calculated with an online tool to determine the shortest route for travel using the existing road
network. The probability of survival was estimated using the Kaplan—-Meier method, and
differences in survival in each subgroup were evaluated with a log-rank test. Results About one
third of all included patients were living in the same city as the treating facility (n = 2746, 29.7%).
Overall survival in our patient population was significantly lower with increasing travel distance
(p <0.001, Mantel-Cox log rank) and travel time (p <0.001, Mantel-Cox log rank). The 1-year OS
rate according to travel distance was 27.1% in the same city group, 22.4% in < 50-km group, and
20.5% in > 50-km group (p < 0.001). The corresponding values for the 5-year OS rate were 2.9%,
2.6%, and 1.4% (p < 0.001). Conclusion In this retrospective study, we discovered significant
differences in the overall survival of patients with lung cancer depending on travel distance and
travel time to the treating oncological facility. Despite having similar clinical and pathological
characteristics (age, sex, stage at initial diagnosis, histologic subtype), the median overall survival
was significantly lower in those subgroups of patients with a higher travel burden. Keywords
Travel burden - Travel distance - Lung cancer - Clinical outcomes - Overall survival

Pe3wome: Ilen: Hacrtosimoro mpoyuBaHe u3ciieBa BIMSHUETO HAa TEXECTTa HA IBTYBAHETO
(u3MepeHa upe3 pa3CTOSHUETO M BPEMETO 3a MbTyBaHE) BBPXY KIMHUYHHUTE PE3yITaTH MHpU
MAIUEeHTH ¢ paK Ha Oenust 1po0.

Mertoau: [IpoBenen Oelie peTpoCIIEKTUBEH aHAIM3 B €IMH OBJITapCcKU OHKOJIOTWYEH LEHTHp. B
Mpoy4BaHeTO Osixa BKIIOYEHH 00mo 9240 manueHTH ¢ pak Ha Oenust Apod. PasctosHuero u
BpPEMETO 3a TbTYBaHE MEX/1y I'pajia Ha MpeOrBaBaHe Ha MAIIMEHTUTE U Je4eOHOTO 3aBeieHue Oaxa
W3YMCIEHH C TIOMOINTAa HAa OHJAWH HWHCTPYMEHT, ONPENENAl] HaW-KpaTKUs MapuipyT II0
ChlIecTBYBaIllaTa MbTHA MpeXka. BeposTHOCTTa 3a MpekuBsAeMOCT Oellle OlleHeHa Ype3 MeTo/1a Ha



Kaplan—Meier, a pa3nukute B MPEKUBIEMOCTTa MEXIY MOATPYNHUTE OsXxa aHATU3UPAHU C JIOT-
pank tect (Mantel-Cox).

Pesynraru: Okoio eHa TpeTa OT BCUYKU BKJIIOUEHU MAlMEHTH KUBEEXa B ChIIUA Ipajl, B KOHTO
ce Hamupa JiedeOHoTO 3aBeAcHue (n = 2746; 29,7%). O6mara npeXxuBsIeMOCT B U3CIEIBAHATA
ronyJiainuys Oerie 3HaYMTEIHO T0-HUCKa ¢ yBeauvaBaHe Ha pasctosaueTo (p < 0,001, Mantel-Cox
JIOT-paHK TeCT) U BpemeTo 3a mbTyBane (p < 0,001, Mantel-Cox nor-pank tect). EnHoroaumnara
obura npexussiemoct (OS) cropen pa3cTOSHUETO Ha MbTyBaHe Oemie 27,1% 3a manueHTuTe OT
chius rpaf, 22,4% 3a rpymnara ¢ pascrosaue < 50 km u 20,5% 3a rpymnara ¢ pazcrosaue > 50 km
(p <0,001). CporBeTHHTE cTOMHOCTH 3a S-rogauiHara OS 6sxa 2,9%, 2,6% u 1,4% (p <0,001).
3axioueHue: B ToBa peTpoCreKTHBHO MpoyUuBaHe Ogxa YCTAaHOBEHH 3HAUYMMH Pa3jIMKH B 00IIaTa
MIPEKMBSIEMOCT Ha MAIMEHTH C paK Ha Oenus ApoO B 3aBUCHMOCT OT Pa3CTOSTHUETO U BPEMETO 3a
I'bTYBaHE J0 OHKOJIOTUYHOTO JIeueOHO 3aBe/ieHne. Bbhlpekn CXOqHUTE KIMHUYHHA U TAaTOJIOTUYHU
XapaKTepUCTHKU (Bb3PACT, MOJI, CTaul IpU II'bPBOHAYAIHATA IMArHO3a, XUCTOJIOTHYEH MOITHUI),
MeJMaHHaTa o0IIa MPEKUBSIEMOCT O€lle 3HAYMTEITHO IMO-HUCKA MPU MAIMCHTHTE C MO-TOoJsIMa
TEXECT Ha IbTYBAHETO.

10. Impact of travel burden on overall survival in patients with lung cancer

Authors: Dragomir Svetozarov Stoyanov, Ivan Tonev, Eleonora Dimitrova, Teodorika
Panayotova, Rostislav Manev, Ivan Donev, Nikolay Conev

Abstract: Background: High-volume specialized centers are more efficient at managing patients
with lung cancer than low-volume centers. Centralization of cancer treatment has the potential to
improve patient outcomes and quality of treatment. However, the growing centralization also
increases patient’s travel burden (measured as travel distance or travel time) and may negatively
impact access to specialist services. The aim of our study was to evaluate the potential impact of
travel burden on clinical outcomes in patients with lung cancer. Methods: A retrospective analysis
of a single Bulgarian center was performed. A total of 9240 lung cancer patients treated between
2005-2020 were included in the study. Travel distance between patients’ city of residence and the
treating facility was calculated with an online tool to determine the shortest route for travel using
the existing road network. The mean of travel time values for every workday of the week was
calculated to control for daily changes in typical traffic. The probability of survival was estimated
using the Kaplan-Meier method and differences in survival in each subgroup were evaluated with
a log-rank test. Results: About one third of all included patients were living in the same city as the
treating facility (n = 2746, 29.7%). The medians for travel distance and travel time were used to
stratify patients into subgroups. According to travel distance the patients were grouped into three
strata — same city, < 50 km and > 50 km. A cut-off of 60 min was used to stratify patients into three
groups by travel time — same city, < 60 min and > 60 min. Overall survival in our patient population
was significantly lower with increasing travel distance (p < 0.001, Mantel-Cox log rank) and travel
time (p <0.001, Mantel-Cox log rank). The 1-year OS rate according to travel distance was 27.1%
in the same city group, 22.4% in < 50 km group and 20.5% in > 50 km group (p < 0.001). The
corresponding values for the 5-year OS rate were: 2.9%, 2.6% and 1.4% (p < 0.001). Conclusions:
In this retrospective study we discovered significant differences in overall survival of patients with
lung cancer depending on travel distance and travel time to the treating oncological facility. Despite
having similar clinical and pathological characteristics (age, sex, stage at initial diagnosis,



histologic subtype), the median overall survival was significantly lower in those subgroups of
patients with a higher travel burden.

Pe3ome: BoBenenue: Bucokocnenuann3upaHuTe LEHTPOBE C TOJSM 00eM JEWHOCT ca Io-
e(deKTUBHHU B JICYCHHETO Ha MAIlMeHTHU ¢ paK Ha Oenus Jpod B CpaBHEHUE C IEHTPOBE C MO-HUCHK
obem. LleHTpanu3anusaTa Ha OHKOJOTHYHOTO JICUEHHE MMa MOTEHIIHAI J1a TIOA00pH KIMHUYHUTE
pe3yNITaTH U KaYeCTBOTO Ha rpIbkuTe. B chI10TO Bpeme HapacTBalaTa HEeHTpalu3alus yBeIuyaBa
TEXXECTTa Ha I'bTYBAHETO HA MALUEHTUTE (MU3MEpPEHA Ype3 pa3CTOSIHUE U BpEME 3a IIbTYBaHE) U
MOJKe€ Jia MOBJIMsIe HETaTUBHO BHPXY JOCTHIIA 0 CelHaIu3upanu yciuyru. Llenra Ha HacToso0TO
npoy4BaHe Oelle Ja ce OLeHU MOTEHIIMATHOTO BB3IACHCTBUE HA TEXKECTTA HA MbTYBAHETO BHPXY
KJIIMHUYHUTE PE3yATaTH MPHU MAlMEeHTH C pak Ha O6emust Apo0.

Metoau: [IpoBenen Oemie peTpOCIIEKTHBEH aHAIU3 B €AMH OBITapcKH LIEHTHP. B mpoyuBaHeTo
Os1xa BKIFOYeHH 00110 9240 manueHTH ¢ pak Ha Oenus n1po0, nekyBanu B nepuogaa 2005-2020 r.
Pa3crosiHueTro mMexay rpaja Ha npeOMBaBaHE Ha MAIMEHTUTE M JIe4eOHOTO 3aBejeHUE Oerie
W3UYUCIICHO C TIOMOINTa HAa OHJIAiH MHCTPYMEHT, KOMTO ompenens Hall-KpaTKus MapuipyT Mo
ChIIECTBYBAIlaTa TbTHA MPEkKa. 3a KOHTPOJI HAa JHEBHUTE Bapualiy B Tpaduka Oelre u3dyncieHa
cpeaHaTa CTOMHOCT Ha BPEMETO 3a MbTYBAaHE 32 BCEKH pabOTEeH JIeH OT ceamuiiata. BepostHocTTa
3a pEeXXUBSIEMOCT Oele olleHeHa upe3 Metoaa Ha Kaplan—Meier, a pa3nukure B IPeKUBIEMOCTTA
MeXIy MOArpynure 6s1xa aHaIu3upanu ¢ Jor-pank tect (Mantel-Cox).

Pesynraru: Okosio eHa TpeTa OT BCUYKU BKJIIOUYEHHU MMALIMEHTH KUBEEXa B ChIIUS T'pajl, B KOUTO
ce HaMmupa JiedeOHOTO 3aBeneHue (n = 2746; 29,7%). MenuaHHUTE CTOMHOCTH 32 Pa3CTOSHUETO U
BpPEMETO 32 IIbTyBaHe 0s1Xa U3MOJI3BAaHU 3a CTpaTUULIMpaHe Ha HalueHTuTe B moarpymnu. Cropen
Pa3CTOSIHUETO MAalMEHTUTE OsXa pasnpeneieH B TpU Ipynu — cbius rpal, < 50 km u > 50 km.
[Ipar ot 60 MuHyTH O€le U3M0JI3BaH 3a pa3zeiisiHe Ha NAllUEHTUTE CIIOPE] BPEMETO 3a IbTYBaHE
— cpmud rpaja, < 60 min 1 > 60 min. O0mara NpeXUBIEMOCT O€llle 3HAYUTETHO IMO-HUCKA C
yBelIn4aBaHe KakTo Ha pa3ctosHueto (p < 0,001, Mantel-Cox sior-pank TecT), Taka ¥ Ha BpEMETO
3a mpTyBaHe (p < 0,001, Mantel-Cox nor-pank tect). Ennoroaumnara o6ma npexusemoct (OS)
criopen pascrosiHueTo Oemte 27,1% 3a nanueHTuTe OT Chiud rpan, 22,4% 3a rpynata < 50 km u
20,5% 3a rpymnata > 50 km (p < 0,001). CroTBeTHHTE cTOMHOCTH 3a S-roguiHata OS 6sxa 2,9%,
2,6% u 1,4% (p <0,001).

3axioueHus: B ToBa peTpocneKTHBHO NMpoyyBaHe 0gXa YCTAaHOBEHM 3HAYMMM Pa3IMKH B 001IaTa
MIPEKMBSIEMOCT Ha MAIllUEHTUTE C paK Ha Oenust Apo0 B 3aBUCUMOCT OT Pa3CTOSHUETO U BPEMETO 3a
I'BTYBaHE JI0 OHKOJIOTMYHOTO JIedeOHO 3aBe/ieHne. BhIpeku cXOqHUTe KIMHUYHU U TATOJIOTMYHH
XapaKTepUCTHUKU (Bb3PACT, IOJ, CTaAUl IPU IbpPBOHAYAIHATA IMAarHO3a, XMCTOJIOTMYEH MOATHUI),
Me/lMaHHaTa o011a NPEeKUBIEMOCT Oellle 3HAUUTENIHO MO-HUCKA MPH MOATPYNHUTE NAllMEHTH C 10-
BHCOKa TEKECT Ha MIbTYBAHETO.

11. Serum levels of HMGB1 might have a predictive role for neoadjuvant radiotherapy
combined with chemotherapy in rectal cancer patients

Authors: T. Radeva-Petkova, E. Encheva, G. Mihaylova, D. Palamudova, S. Bilyukova, T.
Gugleva, E. Dimitrova, N. Tsonev, M. Radanova

Abstract: Background: The standard treatment for locally advanced rectal cancer (LARC), is
neoadjuvant concurrent chemoradiation (nCCRT), after which total mesorectal excision is



performed. The degree of response to combined therapy varies in patients. Tumor repopulation
during radiotherapy is an important cause of treatment failure. High mobility group box 1
(HMGBI1) is a nuclear protein released during the course of radiotherapy. It is essential for normal
cellular function but also regulates the proliferation and migration of tumor cells. HMGBI is a
biomarker for necrotic cell death and its secretion appears to be important in cancer progression.
The aim of our study was to evaluate the serum level of HMGBI in patients with LARC before the
start and at the end of the course of nCCRT as well to investigate its correlation with patients
clinicopathologic characteristics and response rate. Methods: Patients with adenocarcinoma LARC
(n%465) stage II and III were investigated between 2015 and 2021. The cohort included 24 men
(37%) and 41 women (63%) with a mean age of 63+10.6 years. All patients were treated with
nCCRT (using 45¢50.4 Gy in 25e28 fractions) with Capecitabine. The tumor objective response
rate (ORR), is the proportion of patients who have a partial or complete response to the treatment.
HMGBI serum levels before and after nCCRT were measured by commercial ELISA kit. Results:
ORR was 52.3%. Serum HMGBI levels before and after n"CCRT course did not correlate with
clinical and pathological T and N stages of the patients. Wilcoxon test showed that patients after
the nCCRT has significantly higher HMGBI1 values than patients before the treatment (9.94 + 4.60
vs 6.61 + 2.25, p < 0.0001). Patients who response to treatment had significantly lower serum
HMGBI levels than those who did not response (8.79 + 4.16 vs 11.21 + 4.80, p%0.030). ROC
analyses revealed that, at the optimal cut-off values for HMGBI after treatment, the biomarker
could significantly and easily distinguish between patients with or without response to nCCRT
(AUCY:0.657, 95% CI: 0.524¢0.790, p'40.034) with a sensitivity of 74% and a specificity of 50%.
The increased serum concentration of HMGBI after treatment could potentially served as negative
predictor of poor response to radiotherapy (AUCY0.727, 95% CI: 0.603e0.851, p'40.02) with
sensitivity of 77.4% and specificity of 56.9%. Moreover, multiple binary logistic regression
analysis showed that higher concentration levels ofHMGBI1 after nCCRT are associated with a
poor response to therapy (ORY1.129, 95% CI: 1.006-1.267, p%40.039). Conclusions: Our results
indicate that serum levels of HMGBI1 after nCCRT and their dynamics might be a potential
predictive marker of poor response to nCCRT.

Pesrome: Beeenenue: CTaHaapTHOTO JIeUEHHE Ha JIOKAIHO aBaHcupaius pak Ha pekryma (LARC)
BKJIIOYBA HEOJIOBaHTHA chueTaHa xumuopaauorepanus (nCCRT), nocnensana ot ToTaimHa
Me3opekTaiHa ekciusud. CTeneHTa Ha OTrOBOP KbM KOMOMHMPAHOTO JIEYEHHE BapHpa MEXIY
OTJEJIHUTE NAlMEHTH. Bb3CTaHOBSABAaHETO HA TYMOPHUTE KJIIETKHU 10 BPEME Ha JIbYETEpanusiTa €
BaKHA MpUYMHA 3a Heycrnex Ha jedenuero. High mobility group box 1 (HMGBI1) e sapena
IIPOTEMHOBA MOJIEKYJIa, KOSITO Ce OCBOOOK/1aBa 110 BpeMe Ha JibueTepanusra. Ts € OT ChIIECTBEHO
3HaUeHUE 3a HOpMaJlHaTa KJeTbyHA (YHKIMs, HO CBHIIO TaKa peryiudpa mnpoiudepanusra u
Murpamusara Ha TymopHute kietkn. HMGBI e Ouomapkep 3a HEKpOTHYHA KJIEThYHA CMBPT U
HEropara CeKpelus U3IJex/a urpae BakHa poJjisi B IporpecusiTa Ha paka. Llenra Ha HacTosIIOTO
npoyyBaHe Oemie aa ce oueHu cepymHoro HMBO Ha HMGBI1 npu manmentun ¢ LARC mpenu
3anouBaHe W B Kpasd Ha kypca Ha nCCRT, kakto u na ce usciensBa Bpb3KaTa My C KIMHHKO-
MATOJIOTUYHUTE XapaKTEPUCTUKU U OTTOBOPA KbM JIEUEHHUETO.

Meroau: B nmepuoga 2015-2021 r. 6sixa u3cineaBaHyu MAIUEHTH C aJIEHOKAPIIMHOM Ha JIOKAJTHO
aBaHcHpal pak Ha pektyma (n = 65), cranuii Il u III. KoxopTara Brimtousarie 24 mbxe (37%) u 41
xeHu (63%) cbe cpenna Bp3pact 63 = 10,6 roguau. Benuku naruenTtu 6sixa nexkyBanu ¢ nCCRT
(45-50,4 Gy B 25-28 ¢pakuuun) B koMOMHaIMs ¢ KanenutaduH. OOEKTUBHHUIT TYMOPEH OTTOBOP
(ORR) ce nepunupa xaTo nebT HA MAIIMEHTUTE C YACTHUEH WM ITbJIEH OTTOBOP KbM JICUEHHUETO.



Cepymuaute HuBa Ha HMGBI1 npenn u cenq nCCRT 6sixa u3MepeHr ¢ TOMOIITa Ha ThPTOBCKH
HanuyeH ELISA kur.

Pesynraru: O6must obexktuBen otroBop (ORR) 6emie 52,3%. Cepymuurte HuBa Ha HMGB1 npenu
u cneq nCCRT He mokaszaxa kopenanus ¢ KIMHUYHUTE W natosnoruunutre T u N craauum Ha
nanuenTute. TecTtbT Ha Wilcoxon mokasa, de marmueHTtute ciaegq nCCRT uMar 3Ha4MTENHO IO-
Bucoku croitHoct Ha HMGBI1 B cpaBHeHue cbc cToitHocTuTe Tipenu Jieuenuero (9,94 + 4,60
cpemy 6,61 = 2,25; p < 0,0001). IlarmenTuTe, KOMTO OTroBapsxa Ha JICUCHHETO, MMaxa
3HAYUTEIHO MO-HUCKHU cepyMHU HUBa Ha HMGBI1 B cpaBHenue ¢ te3u 6e3 otroop (8,79 + 4,16
cpemy 11,21 £4,80; p=0,030). ROC ananu3bT nokasa, 4e MMpu ONTUMAITHA TPAHUYHUA CTOMHOCTH
Ha HMGBI cnen neyennero 6moMapkepbT MOXKE 3HAYMMO Ja pa3rpaHryaBa MalueHTHTE ¢ U 0e3
otrroBop kbM NCCRT (AUC = 0,657; 95% CI: 0,524-0,790; p = 0,034), cbc uyBcTBUTEIHOCT 74%
u cneuupuynoct 50%. [ToBumenara cepymua konunentpauuss Ha HMGBI1 crien nedenuero moxe
MOTEHIIMAHO Ja CIIY>KH KaTO HEraTUBEH MPEIUKTOP 32 JIOII OTTOBOp KbM JbueTepanusita (AUC =
0,727; 95% CI: 0,603-0,851; p = 0,02), ¢c wyBcTBHTEeNHOCT 77,4% U cnenuduanoct 56,9%. OcBeH
TOBA MHOTOBapUAHTHUAT OMHApPEH JOTHMCTHYEH PETPecCUOHEH aHallu3 MOoKa3a, Y€ I0-BUCOKUTE
koHueHTpauun Ha HMGBI cneq nCCRT ca acouuupanu ¢ jgou TepaneBTudeH otroBop (OR =
1,129; 95% CI: 1,006-1,267; p = 0,039).

3axntouenus: Pesynrarure Hu nokassar, ye cepyMuute HuBa Ha HMGBI1 cneq nCCRT u txHaTa
IUHAMHKa Morar Ja ObJaT MOTEHIMAleH MNPEAUKTUBEH Mapkep 3a ciad OTroBOp KbM
HE0aJI0BAHTHATA XUMUOPAAUOTEPAITHSL.



PE3IOMETA

Ha nyﬁ.ﬂmcamm H JORJaAU, U3BBbH MUMUMAJTHUTEC HAYKOMECTPUIHHU
HN3NCKBaHUA

1. Vitamin D, Osteocalcin, C-terminal telopeptide mature Type 1 collagen (CTX) in the
development of medication-related osteonecrosis of the jaws

Authors: Kanazirev H, Tonchev T, Tzonev N, Dimitrova E, Marinova E, Gerova D, Gercheva
L

Abstract: Prospective study of patients with medically related osteonecrosis of the jaw admitted
to the Maxillofacial Surgery Clinic, St. Marina University Hospital, Varna University was
conducted in 24 patients with bisphosphonate treatment with (13 pts) and without (11 pts)
osteonecrosis of the jaw, biomarkers of bone metabolism vitamin D, osteocalcin, C-terminal
telopeptide mature Type I collagen (CTX) were studied. There were low vitamin D levels, low
normal levels of osteocalcin and Cterminal telopeptide of mature type I collagen (CTX). There
were no statistical differences between MRONJ+ and MRONJ-, but the odds ratio showed an
increased risk of medically related osteonecrosis of the jaw 3.2 higher with osteocalcin levels below
7.8 ng / ml and 1.92 times higher with CTX values below 0.150 ng / m

Pestome: IIpoBeneHo 6e mpoCHEKTHBHO MPOYYBAaHE Ha MALIMEHTU C MEIMKAMEHTO3HO CBbp3aHa
OCTEOHEKpPO3a Ha YeltoCcTTa, pueTu B KinnHukara no nuueBo-yentoctHa xupyprus, Y MBAJL ,,Cs.
Mapuna“, MenuuuHcku yHUBepcuTeT — Bapna. IIpoyuBanero o0xBaHa 24 malMeHTH C
oucdochonaTHo neueHue — cbe (13 maruenTn) u 6e3 (11 manueHTH) OCTEOHEKPO3a Ha YEIIIOCTTA.
W3cnenBanu Osixa Omomapkepu Ha KOCTHMSL MeTaOonu3bMm: BuTamMuH D, ocreokamusH, C-
TepMuHanieH Tenonentua Ha 3psi komareH Tun I (CTX). YcraHoBeHu Osixa HMCKM HHMBa Ha
BUTaMUH D, HUCKO-HOpPMaJlHM HHMBAa Ha OCTEOKAIUMH M C-TepMUHAIEH TEJIONENTHU]l Ha 3psi
kozareH tum [ (CTX). He 6s1xa ycTaHOBeHH CTaTUCTHUECKU 3HAYMMHU pa3inku Mexxy MRONJ+ u
MRONIJ-, HO 0dds ratio (OR) mokasa moBuileH pucK 0T MEIUKaMEHTO3HO CBbP3aHa OCTEOHEKPO3a
Ha YeoCcTTa — 3.2 MMBTH [0-BUCOK TP HUBA HAa OCTEOKAIIMH oA 7.8 ng/ml u 1.92 mbTH mo-BUCcoK
npu croitHocty Ha CTX mox 0.150 ng/ml.



PE3IOMETA

HA MyOIMKALMU U JOKJIAH, y0JJMKYBaH! B HepedepupaHu CIUCAHMSA C
HAY4YHO peueH3upaHe - mokasareua I'8

1. Immunotherapy in colorectal cancer
Authors: Eleonora Dimitrova — Gospodinova

Abstract: Colorectal cancer is an oncological disease with high incidence and social significance.
Despite advances in diagnostics and the multimodal approach to treatment, the prognosis for
patients with advanced or metastatic disease remains poor. This necessitates a more in-depth study
of tumor biology and the elucidation of various important pathogenetic factors for the development
of the disease. Knowledge of genomic instability pathways enables tumor typing and the
application of effective personalized treatment. Traditional therapeutic approaches are often
associated with significant toxicity and resistance, which requires the search for more effective and
tolerable medicinal products. The current article aims to review contemporary achievements and
future directions in the field of immunotherapy for colorectal cancer, with a focus on mechanisms
of action, clinical outcomes, and strategies for overcoming resistance.

Pe3iome: KostopekTalHUAT pak € OHKOJIOIMYHO 3a00JI51BaHE C BUCOKA YECTOTA M 3HAYMMa COLIMAIHA
3HAYUMOCT. BbIpeku Hampeabka B IMArHOCTUKATA U MYITUMOIAIHUA IOAXOA KbM JICYEHUETO,
IIPOTHO3aTa IIPY NMAIMEHTH C HAIIPEIHAJI0 WM METaCTaTHYHO 3a00JIIBaHE OCTaBa HEOIAronpusaTHA.
ToBa Hanara mo-3abpa004€HO M3CieBaHe Ha TyMOpHaTa OMOJIOTHS M U3SICHSABAaHE HA Pa3InYHU
BO)XHU TaTOr€HETHYHH (aKTOpH, CBbP3aHU C pa3BUTHETO Ha 3aboisBaHeTo. [lo3HaBaHeTO Ha
II'bTHUILATA HA T€HOMHA HECTAOWJIHOCT IO3BOJISIBA THUIM3UPAHE Ha TYMOPUTE M NpUJIaraHe Ha
e(EeKTUBHO MEPCOHATU3UPAHO JICYCHHE. TpaJuIIMOHHUTE TEpaneBTUYHHU IOIXOIU YECTO ca
CBBP3aHU ChC 3HAYMTEIIHA TOKCUYHOCT U Pa3BUTHE HA PE3UCTEHTHOCT, KOETO U3UCKBA ThPCEHETO
Ha 1Mo-e(eKTUBHU U M0-100pe MOHOCUMH JIeKapCTBEHHU cpeacTBa. HacTosmara crarusa numa 3a nen
Ja HampaBd 0030p Ha CHBPEMEHHUTE IOCTHXKEHHS M OBbACLIMTE HACOKM B oO0JacTTa Ha
MMYHOTEpANUATA IIPHU KOJOPEKTAJIEH PAK, C AKLEHT BbPXY MEXaHU3MUTE Ha JICHCTBUE, KINHUYHUTE
pe3yJITaTH U CTPATErMUTE 3a IPEOAOIIABAHE HA PE3UCTEHTHOCTTA.

2. JIbarocpovHa npeXuBsEeMOCT IPH MeTacTaTH4eH 0eJI0Apo0eH KApUMHOM — KIMHUYeH
ciy4ait

Agtop: E. /lumutposa — I'ocnogunosa

Pe3siome: benoapoOHUAT KaplIMHOM € 37I0Ka4eCTBEHO 3a00JIiBaHe C ToJIsIMO COIIMAIHO 3HAUYEHUE U
C HaJ 2 MWIMOHA HOBM Clly4asl TOAUIIHO. ToBa € U €Ha OT OCHOBHUTE MPUYUHU 33 CMBPTHOCT,
CBBbp3aHa C pak, B cBeToBeH Mamab. Ham 60% or mamueHTHTe ca B HAmpeIHal CTaJAui Ha



3a00/I5IBAaHETO OIIE TPH TIOCTaBSIHE HA JWarHo3ara. BbIOpekn ue BBBEXKIAHETO HAa HOBH
TEepaneBTUYHH MMOAXOAN Pa3lIupsiBa Bb3MOKHOCTUTE 3a KOHTPOJ HaJl OoecTTa U CUMITOMHUTE H,
neuenrero Ha Mmeracrarnunus HJIPBK npoabmxaBa na 6bae cepro3Ho mpenu3BuUkarenactBo. C
TO3W KJIMHUYEH Cy4yail MpeacTaBsiMe MalueHT ¢ mbpBUYHO MetacTa- ThdeH HJIPBK, nmocturnan
MPEXKUBAEMOCT OT HaJl 92 mecela ciej JeueHne ¢ KOMOUHALMS OT XUMHOTEpanus, UMyHOTEpaIus
U JIbYEJICUYCHHE.

Abstract: Lung cancer is a neoplastic disease of a great social significance with over 2 million new
cases every year. It is also one of the main causes of cancer-related deaths worldwide. More than
60% of the patients have advanced-stage disease at the time of the diagnosis. Although the
implementation of new therapeutic techniques has expanded the possibilities of achieving good
control over the disease and its symptoms, the treatment of metastatic NSCLC remains a
therapeutic challenge. With this clinical case we want to present a patient, who has reached 9,2
months survival with primary metastatic NSCLC, treated with a combination of chemotherapy,
immunotherapy and radiotherapy.

3. Hoswu Bb3MOxkHOCTH 32 JeueHHe Ha KRAS-myTHpas HeapeOHOKIeTbYeH 0eJI0ApPo0eH
KApUHHOM

Astop: E. /lumutposa — I'ocnogunosa

Pestome: KapumHombT Ha Oenust apo0 € Bojaella MPUYMHA 32 CMBPT OT 3JI0KaYE€CTBEHU
3a00J1siBaHUs B CBETOBEH Mainad. TepanmeBTMYHHUTE CTpaTeruH, HAaCOUYEHHM KbM KOHTPOJI Ha
3a00JI5IBAHETO MPETHpPIIsIXa 3HAYUTEITHH IMPOMEHHU Ipe3 nmocienHoro aecermierue. OT epara Ha
CTaHJapTHATa XUMHUOTEpaINHus, JEUEHUETO €BOJIIOUpPA A0 €Tall Ha MepCOHaJU3MpaHa MEIUIIMHA,
0a3upaHa Ha 3a1bJ100YEHO MOJIEKYJISIpHO MpoduiIrpane Ha Tymopa. To3u HarpeabK € pe3yinTar oT
oTKpuBaHeTo Ha MHOXKecTBO oHkoreHHH MyTaiiuu B EGFR, ALK, ROS1, BRAF, MET, RET, HER2
u KRAS, 3a kouto Beue ChLIECTBYBaT BUCOKOE€(EKTHBHU TapreTHH Tepanuu. MyrauuuTe B
onkoreHa KRAS npezncrasnsBar eHU OT Hali- YECTUTE U HAl-TPYAHM 3@ TapreTUPAHE T€HETUYHU
IIPOMEHU MpHU HeApeOHOKIeThYHUS pak Ha 6enus aApod (HIAPB/), 3acsaramm npubnusurentHo 25 —
30% ot natmenture. biro Bpeme KRAS — mytupanust H/IPB/I, e aconuupan ¢ ocoGeHo sora
MIPOrHO3a MOpajy Jurcara Ha e(eKTUBHU TapreTHU MEAUKAMEHTH U OIpaHWYEeHU TepareBTUYHU
ONIIMKA [0 KOHBEHIMOHAJHAa XMMHOTepanuss W uMmyHorepanus. llpe3 mnocnennure roauHu
HanpeaIbKbT B MOJIEKYJIIpHATAa OHKOJOTHS JI0BEAE J0 Pa3pabOoTBAHETO Ha HOBHM TEpaNeBTHYHU
CTpaTeruu, KOMTO MpOMeEHAT cTpareruute B jedeHuero Ha KRAS — myrupan HJPB/. Tesm
MHOBAIMM OeJiekaT Ha4ajJoTo Ha MepCOHAIM3UpaH nmoaxoa npu namueHtute ¢ KRAS — myrtupan
HJIPB/I, nocturaiiku 3Ha4UTEIHO MOJOOPEHHE B MIPEKUBIEMOCTTA M KAYECTBOTO HA HKHUBOT.

Abstract: Pulmonary carcinoma remains a global cause of cancer — related mortality. Over the past
decade, therapeutic strategies aimed at disease control have undergone signilcant advancements.
Treatment has evolved from an era dominated by conventional chemotherapy to one of



personalized medicine, largely driven by comprehensive molecular prollling of tumors. This
progress stems from the identil Ication of numerous oncogenic mutations in genes such as EGFR,
ALK, ROS1, BRAF, MET, RET, HER2, and KRAS, for which highly effective targeted therapies
are now available. KRAS gene mutations are among the most frequent and challenging genetic
alterations to target in non — small cell lung cancer (NSCLC), affecting approximately 25-30% of
patients. For a considerable period, KRAS — mutated NSCLC was associated with a particularly
poor prognosis due to the lack of effective targeted agents and limited therapeutic options, often
conlned to conventional chemotherapy and immunotherapy. However, recent breakthroughs in
molecular oncology have led to the development of novel therapeutic strategies that are
transforming the treatment landscape for KRAS-mutated NSCLC. These innovations herald the
advent of a personalized approach for patients with KRAS-mutated NSCLC, leading to significant
improvements in survival and quality of life.

4. TepaneBaneH moaxoa Ipu METACTATUYCH KapuuMHOM Ha I'bpJda B HaIpE€aHaia
Bb3pacT — KIIMHHY€H cﬂyqaﬁ

ABTop: E. IumutpoBa-I'ocnogunoBa

Pestome: Kapumnomsr Ha rbpaa (KI') mnpencraBinsiBa XHMCTOJOIMYHO XETEpPOreHHa TIpyma
3JI0Ka4Y€CTBEHU HOBOOOpa3yBaHUs U € Hail-uecTo cpellaHaTa OHKOJIOTUYHA IarHo3a Py sKEHCKUS
noi. JleueHnero Ha 3a00JSBAHETO KAaKTO B paHEH, Taka W B HaIlpeIHal CTaJUi € CEPHUO3HO
IIPEIU3BUKATEICTBO U M3UCKBA MYITHIUCLUMIUIMHAPEH U CTPOr0 WHAMBHIYaIU3UpaH IOAXOZ.
OnucaHusT KIMHUYEH ciay4yail mpeiacTaBss MalUMeHTCKUs npodui Ha OojlHAa ¢ MeTacTaTHyeH
HR+/HER2- kapuuHOM Ha TIbplla B HalpegHajla Bb3pacT M MHOXECTBO INPHUAPYKABAIIH
3a00JBaHusA, KAKTO U M300pa Ha TepaneBTHYHA CTpaTerys 3a mbpBa JMHUA JiedueHue. CiydasT
JIEMOHCTpHpa 100bp KOHTPOJ Ha OojecTTa 0e3 BOIIaBaHe Ha Ka4e€CTBOTO Ha JKUBOT HA ()OHA HA
JIeyeHne ¢ KOMOMHAIKs OT €HJOKpUHHA U TapreTHa Tepanus cbc CDK4/6 nuxudurop.

Abstract: Breast cancer (BC) represents a histologically heterogeneous group of malignant
neoplasms and is the most frequently diagnosed oncological condition in females. The management
of the disease, both in early and advanced stages, presents a significant challenge and necessitates
a multidisciplinary and highly individualized approach. The presented clinical case describes the
patient profile of an elderly woman with metastatic HR+/HER2- breast carcinoma, accompanied
by numerous comorbidities, and details the choice of first-line therapeutic strategy. The case
demonstrates excellent disease control without compromising the patient's quality of life, achieved
through a combination of endocrine therapy and a CDK4/6 inhibitor. Keywords: metastatic breast
carcinoma, endocrine therapy, CDK4/6 inhibitor, elderly, progression-free survival



5. Mertacrarudyen mopgeadgopmeH O6a3oneayaapeH KAPIUHOM — KJIUHUYEH CIy4Yai
Asropu: . lumurposa, 3. Hukonaena, E. /lumurpona

Pe3tome: bazonenynapausart kapuuHoM (BK) e Hali-uecTo cpemanoTo 3710KaueCTBEHO 3a00JIsTBaHE
Ha KO)Kara. 3acsira Hail-Beue Bb3PAaCTHU MALIMEHTU C KaBKa3KU IPOU3XOA. XHUCTOJIOIMYHO C€
pasznmuuaBatr Haa 26 noaruna BK, cpem kouto HomymapeH, NMOBBPXHOCTEH, MH(HUITpATHBEH,
¢dbubpoenutenen, mopheadhopmer u ap. MopdpeaMmopPHUAT BapuaHT € MO-PSIAKO CPEIIaH, HO Ce
XapakTepu3upa C Io-jolla IPOrHo3a, MOpaau IMO-BUCOKHUAT PUCK OT PEUUAMB, JOKaJHA IpPO-
rpecusi W/WiIW paspoCTpaHEHUE Ha JajeuyHd Meractasu[2]. OnucaHUAT KIMHUYEH Clydai
JIEMOHCTpHUpA IUArHOCTHKA, CTaJUpaHe U JeYeHNE Ha maueHT ¢ Moppeamopden BK.

Abstract: Basal cell carcinoma (BCC) is the most common malignant skin neoplasm. It
predominantly affects elderly patients of Caucasian origin. Histologically, more than 26 subtypes
of BCC are recognized, including nodular, superficial, infiltrative, fibroepithelial, morpheaform,
and others. The morpheaform variant is less common but is associated with a poorer prognosis due
to a higher risk of recurrence, local progression, and/or distant metastasis. The presented clinical
case demonstrates the diagnostic process, staging, and treatment of a patient with morpheaform
basal cell carcinoma.

6. PIK3CA myranusita mpu pak Ha Ibpaara Karo NPOTrHOCTHYEH M NPeIMKTHBEH
(paxrop

ABtopu: Panocruna I'enueBa, Esneonopa dumutpoBa, Muna IlerpoBa, Consi /Iparanona,
Pocanuna IlexaiuBanoBa, UBan /[oneB

Pe3iome: PakbT Ha reprara (PI) npu skeHUTE € Haii- 4ecTo CpelaHUsT 3JI0Ka4YeCTBEH TyMOp B
CBETOBEH Mamald, Kakro M Bojella TMpUYMHA 3a CMBPT, CBbp3aHa C paka Ipu
xenute. [ lpubnuzurenno 60- 75% ot ciayuauTe Ha pak Ha rbpjara ca KiIacU(PHUIIUpaHH KaTo
xopmonono3utuBHU (HR+) u oTpunarennu 3a perientopa Ha YOBELIKH €MUJEpMalieH PacTeKeH
¢daxkrop (HER2-).Ilpu manueHTKUTE B paHEH CTaJAWi € MPOBEXKJIaHA aJI0OBaHTHA C€HJIOKPUHHA
Tepanus B NpoAb/keHHe Ha 5- 10 roguHu, KoATO HaMaisBa pucka oT peuuaus ¢ noutu 50% u
cmbpTtHOCTTA ¢ 70 30%.Bbnpeku ToBa okono 30% OT Te3W MAIMEHTH TMO- KbCHO pa3BUBAT
€H/IOKpUHHA PE3UCTEHTHOCT C MTPOrpeCHsl WM PEUANUB Ha 3a0osiBaHeTo. ToBa MOXe a ce IbJIKU
Ha HapylLIeHa Perylanys Ha pa3IMdyHi MEXaHU3MHU B KieTKara.J(ucperynanusata Ha CATHAIHUS BT
PI3K/AKT ponpunacs 3a pa3BUTHETO M MpOTpecHsiTa Ha MHOXECTBO COJNUAHH TYMODH,
BKIJIFOUMTEITHO U MpH paka Ha repaara.B rpynara na HR+/HER2- kapuuHOM Ha rbpaara enuH oT
Hai- yecto Mytupanure rean € Tto3n Ha PIK3CA.Bpb3kara mexay MyTallMOHHHMS CTaryC W
MIPEXKUBIEMOCTTA HE € €IHO3HAYHA.

Abstract: Breast cancer (BC) in women is the most common malignant tumor worldwide and is
also a leading cause of cancer-related mortality among women. Approximately 60—75% of breast



cancer cases are classified as hormone receptor—positive (HR+) and human epidermal growth
factor receptor 2—negative (HER2-). In patients with early-stage disease, adjuvant endocrine
therapy is administered for a duration of five to ten years, reducing the risk of recurrence by nearly
50% and mortality by up to 30%. However, approximately 30% of these patients subsequently
develop endocrine resistance, with disease progression or recurrence. This may be due to
dysregulation of various cellular mechanisms. Dysregulation of the PI3K/AKT signaling pathway
contributes to the development and progression of numerous solid tumors, including breast cancer.
In the group of HR+/HER2- breast carcinoma, one of the most frequently mutated genes is
PIK3CA. The relationship between mutational status and survival is not unequivocal.

7. MSACTOTO HA KOHIOTaTHTeE AHTUTAJIO-JICKAPCTBO B JICUHCHHUETO HA MECTACTATHYHUA
KapuuHOM Ha I'bpaa

Astopu: /I-p Mapus Ilenxos-UBanoBa, 1-p Auuna Jumurposa-Kocragunosa, 1-p
Auekcanapuna HukoJsioBa, 1-p 3opunna HukouaeBa, 1-p bopsana Credganosa, nou.
Eneonopa lumurpoBa-I'ocionunosa

Pestome: Kontorarute antutsuio-nexkapctso (ADC) ca Obp30 pa3BuBall ce Kjlac MEIUKAMEHTH,
KOUTO ChYeTaBar e(peKTa Ha aHTUTeH-CIIEU(UUHUTE AaHTUTENIA C IUTOTOKCUYHOTO Bh3AEHCTBUE HA
XMUMHOTEpaneBTHUeH areHTl. B mocinenHuTe HAKOIKO TOAWHHU T€ NMPOMEHHMXA TEpPAIleBTUYHUTE
CTpaTeruy TpH HAKOM pedpakTepHU HA JEUCHHE 3J0KaueCTBeHM 3a0oisBaHus. Haii-mmpoxa
ynorpeda npu conuaute Tymopu ADC Hamupar B Jjie- 4eHHETO Ha METaCTaTUYHUS KapLIMHOM Ha
repaara. IloHacTosmmem HSAKOIKO ca MPEACTaBUTENIUTE HA Ta3M JIEKAPCTBEHA IpyIla, MOIY4HIIH
of00peHre oT AMepUKaHCKaTa aAMMHUCTpALUs 10 XpaHuTe u JekapctBara (FDA) u BkiItoueHH B
MEXIyHapOJIHUTE PHKOBOACTBA 3a JieueHHWe Ha KapuuHoMm Ha rbpaara Ha ESMO u NCCN. B
HACTOSIIUS 0030p ca pa3riielaHd TEXHUTE MEXaHW3MH Ha JICHCTBHE, MOKa3aHWs W JaHHUTE OT
PETUCTPALIIOH- HUTE UM IPOYYBaHHUS.

Abstract: Antibody-drug conjugates (ADC) are a rapidly growing class of drugs, that combine the
effect of antigen-specific antibodies with the toxicity of a chemotherapy agentl. In the last few
years these molecules have changed the therapeutic strategies in some of the treatment-refractory
malignancies. ADCs also found their place in the treatment of the metastatic breast cancer.
Currently, several ADCs have received approval from the US Food and Drug Administration
(FDA) and are included in the international guidelines for breast cancer treatment of ESMO and
NCCN. This article reviews their mechanisms of action and treatment indications and summarizes
their registration clinical trials.



8. Genetic Tumor Risk Syndromes: Current Aspects of Diagnosis and Genetic
Counseling

Authors: Mari Hachmeriyan, Mariya Levkova, Milena Stoyanova, Dinnar Yahya, Eleonora
Dimitrova

Abstract: Genetic tumor risk syndromes (GTRS) account for a significant proportion of
oncological diseases, characterized by an increased risk of developing cancer, often at a young age.
Modern methods of genomic diagnostics, particularly next-generation sequencing (NGS), have
contributed to a revolutionary advance in understanding the underlying molecular mechanisms of
these syndromes. Identifying pathogenic variants in genes associated with GTRS is essential for
early diagnosis, risk assessment, personalized treatment selection, and the implementation of
effective preventive measures. This article provides an overview of the current aspects of GTRS,
focusing on some syndromes, their clinical presentation, genetic etiology and molecular
mechanisms. It discusses modern diagnostic methods, the role of genetic counseling, and the ethical
and psychosocial aspects related to genetic testing. The main guidelines for prevention and follow-
up in individuals with GTRS are also outlined, according to the recommendations of leading
international organizations. In conclusion, the importance of a multidisciplinary approach in the
management of these syndromes and the application of new technologies for risk assessment and
personalization of therapeutic approaches are emphasized.

Pe3ome: ['eneTnunuTe cuHIpoMu ¢ nmoBuiieH TymopeH puck (GTRS) mpencrasnsBar 3HaunTeIHA
4acT OT OHKOJIOIMYHHUTE 3a00JIIBaHUS U CE€ XapaKTepU3UpaT C MOBUILIEH JO0KUBOTEH PUCK OT
pa3BUTHE HA 37TOKAYECTBEHU HOBOOOpa3yBaHUs, YECTO B MJIa/ia Bb3pacT. HanmpeabKkbT B reHOMHATa
JUAarHOCTHKA, U MO-CIIEHNAIHO Pa3BUTUETO HA CEKBEHUPAHETO OT ciensaio nokoieHue (NGS),
JIOBEJIE /10 PEBOJIIOIMOHHU NMPOMEHHU B pa3OMpaHETO Ha MOJIEKYJIIPHUTE MEXaHU3MHU, JIeXKallll B
OCHOBaTa Ha Te3u CUHApoMU. M neHTudunrpaneTo Ha NaTOreHHU BapUaHTH B T€HH, aCOIIMUPAHU C
TEeHETUYHU CHUHJPOMH C TYMOPEH PHUCK, € OT ChIIECTBEHO 3HAYEHHE 3a paHHATa JWarHOCTHKA,
TOYHATa OIICHKAa Ha MHAMBHUAYAHUS PUCK, N300pa Ha MEPCOHATH3UPAHO JEUEHUE U MPUIIATaHETO
Ha e(peKTHBHU MPEBaHTUBHHU MepkH. HacTosimiara cratusi mpenocTaBs 0030p Ha ChbBPEMEHHHUTE
aCMeKTH Ha TeHETUYHHUTE CUHJPOMH C TYMOPEH PHUCK, KaTo ce (OKycupa BbpPXY HSIKOU OT Te€3U
CUHIPOMH, TSIXHATa KIMHUYHA H35Ba, T€HETHMYHA ETHOJIOTHS U MOJIEKYISIPHH MEXaHU3MH.
Pa3smiexnar ce chbBpeMEHHHUTE AMATHOCTUYHU METOIM, POJISTa HAa TEHETUYHOTO KOHCYITHpaHe,
KAKTO M ETUYHHUTE U TICUXOCOIIMATHUTE aCIIEKTH, CBbP3aHU C TeHETUUHATa KoHCyATanus. Ouepranu
ca ¥ OCHOBHHTE MPETOPHKH 3a MPOQPHIAKTHKA U TIPOCIIEIBAHE HA JIUIIA C TEHETUYHU CUHIPOMHU C
TYMOPEH PHUCK, B CHbOTBETCTBHE C yKa3aHHUSATa Ha BOJCIIM MEXKIYHAapOAHH OpraHuzanuu. B
3aKJIIOYEHHE CE MOoAYepTaBa 3HAUCHUETO Ha MYJITUIMCUUIUIMHAPHUS TIOJXO0/ B YIIPABIECHUETO HA
TeHETUYHUTE CUHPOMH C TIOBUILIEH TYMOPEH PUCK, KAKTO U MPUIIATraHETO Ha HOBHU TEXHOJIOTHH 3a
OLIEHKA Ha PUCKA U NEPCOHAIM3UPAHE HA TEPANIEBTUYHUTE CTPATErvH.



9. UmyHoMenuupaH eo3MHO(pUIeH (PAaCHMUT NPU NAUMEHT ¢ MEeTACTATHYEH MAJHUTHEH
MeJIAHOM — KJIMHUYeH cIy4daid

Atopu: 5. Iumutposa, T. [lanaiioroBa, E. lumutpoBa, H. LloneB

Pe3tome: BuBexaaHeTo Ha UMyHHUTE 4eKnon HT nHXuOuTopH (ICI) B 1eueHUETO Ha MaJIUTHEHUS
MEJIaHOM BOAM JO0 CUTHHU(HKAHTHO MOBHIIABaHE Ha OOIIaTa MPEeKUBAEMOCT Ha MAIMEHTH C
HEeoIepaduIIHO MeTacTaTUYHO 3a00isBaHe. [IpeBb3X0ACTBOTO Ha TE3U MEAUKAMEHTH, B CPAaBHEHUE
C KOHBEHIIMOHAJIHATA IUTOTOKCUYHA XUMUOTEpAIINs, € J0Ka3aHO B peAulla KIMHUYHU U3IUTBAHUS.
Benpeku 6e3cniopHo no-no0pust cu npodui Ha 6ezonacHoct, ICI morar na posenar 1o penuna
UMYHOCBBp3aHu Hexenanu cvoutus (irAEs). Jdudysnusar (eozunodunen) dacuuut (ED) nmm
6onect Ha lllynman, e psaKO aBTOUMYHHO 3a00JIIBaHe, XapaKTepU3UPaIIo ce C HATMYUE Ha KOXKHH
JIE3UU U NPOrPECUBHO YIUTbTHIBAHE Ha MEKUTE ThKaHH. 3a00JIIBaHETO CE OTIMYaBa C U3SIBEHA B
pa3nuyHa CcTerneH eo3uHoGwImsA. HanmmumeTo Ha CHIIEH BB3NAIUTENIEH OTTOBOP, BOACII JI0
HacJlarBaHe Ha Bb3MAJIUTENICH KJIeThbUeH HHPUITPAT B ThKaHUTE, ONPeIeis polieca KaTo uQy3eH.
Hawu -yecrara kmMHUYHA Mpe3eHTANNS HAa €03MHOPIIHUS (HACIHUT € HATUIHETO Ha CKEPOIEepPMO-
MOJ00HHM KOXKHU M3MEHEHHMsI, TIOPaJi OTIIAraHeTO Ha TOJEMHU KOJIIMYEeCTBA ChEIMHUTEIHA ThKaH B
JepMmara, XWIojepmara M IOJIKOXHaTa MacTHa ThkaH. OCHOBEH METOJ 3a JAMarHOCTHKa Ha
3a00JIsIBAHETO € THKaHHATa OWOINCHSA, a OCHOBHO CPEICTBO MNpH H300p Ha JieUeHHE —
KOpTUKOCTEepouauTe|2].

Abstract: The introduction of immune checkpoint inhibitors (ICIs) in the treatment of malignant
melanoma has led to a significant improvement in overall survival for patients with unresectable
metastatic disease. The superiority of these agents compared to conventional cytotoxic
chemotherapy has been demonstrated in numerous clinical trials. Despite their undeniably better
safety profile, ICIs can lead to a variety of immune-related adverse events (irAEs). Diffuse
(eosinophilic) fasciitis (EF), also known as Shulman’s disease, is a rare autoimmune disorder
characterized by the presence of skin lesions and progressive induration of the soft tissues. The
disease is distinguished by varying degrees of eosinophilia. The presence of a robust inflammatory
response, which results in the accumulation of inflammatory cellular infiltrates in the tissues,
defines the process as diffuse. The most common clinical presentation of eosinophilic fasciitis is
the occurrence of scleroderma-like skin changes due to the deposition of large amounts of
connective tissue in the dermis, hypodermis, and subcutaneous adipose tissue. The primary method
for diagnosing the disease is tissue biopsy, and corticosteroids remain the mainstay of treatment
selection.

10. HoBu Bb3MOKHOCTH B JICYEHHETO HA NIPOCTATHUSA KAPLUHHOM
Apropu: . JlumurpoBa, A. HukosioBa, b. CredanoBa, E. [lumurpoBa

Pestome: IIpocrarust xaprunoMm (I1K) e commanHo3naunmo 3a0osisiBaHe MOpaayd BUCOKATa CH
3a005IeBa€MOCT ¥ CTETICH Ha WHBAJIUINU3H- paHe Ha MalMeHTUTe. BbBexkIaHeTo Ha U3CIeBAaHE HA



npocTarHo-cienuuuHus anTureH (PSA) B tnarHoCTHYHMS anropuThM MHOTOKPATHO yBEJINYaBa
IIaHCa 32 PAHHO YCTAHOBSIBAHE Ha CHCTOSHUETO U Ae(UHUTUBHO M3JIEKyBaHe. Bhnpexu ToBa npu
20- 40% OT manMeHTUTE ce OTYUTA T.HAp. OMOXMMHYHA porpecus B paMkurte Ha 10 rogunu cien
paauKaiHo JedeHue. B 3aBucuMoct oT Xo1a Ha 3a00JISIBAHETO TO C€ pa3aess Ha JABE TOJIEMH TPYIIH:
XOPMOHAJTHO YYBCTBUTEJICH U KaCTPAIMOHHO pe3ucTenTeH. OcHOBeH moaxoa B jeueHuero Ha [1K
B pEUMAMBHPAT WJIM METACTaTHUCH CTaAWi € TNPHIOKEHHETO Ha aHIPOTeH-ICTPHBALIOHHA
Tepamus CaMOCTOSTEIHO WJIM B KOMOMHAmWs C aHAPOTEH-PELENTOPEH ONOKep W/HiH
XUMHUOTEpAITusl.

Abstract: Prostate cancer (PC) is a socially significant disease due to its high incidence and the
degree of disability it causes among patients. The introduction of prostate-specific antigen (PSA)
testing into the diagnostic algorithm has markedly increased the likelihood of early detection and
definitive cure. Nevertheless, in 20-40% of patients, so-called biochemical progression is observed
within 10 years after radical treatment. Depending on the disease course, prostate cancer is
classified into two major groups: hormone-sensitive and castration-resistant. The main therapeutic
approach in recurrent or metastatic prostate cancer is androgen-deprivation therapy (ADT),
administered either as monotherapy or in combination with an androgen receptor blocker and/or
chemotherapy.



